(19) 



J 



Europaisches Patentarrit 
European Patent Office; 
Office europeen des brevets 




(12) 



(H) EP 1 251 126 A2 

EUROPEAN PATENT APPLICATION 



(43) Date of publication: 

23.10.2002 Bulletin 2002/43 

(21) Application number: 02008273.1 

(22) Date of filing: 19.04.2002 



(51) im ci 7: C07D 231/12, C07D 401/04, 
C07D 261/05, C07D 413/04 



(84) Designated Ggmtfecting States: 

AT BE CH CYf>tfDK ES Fl FR GB GR IE IT LI LU 
MC NL PT SgTR 
Designated E#ension States: 
AL LT LV MK RO SI 

(30) Priority: 20.04.2001 US 285264 P 

(71) Applicant: PhatmjK;fa Corporation, 
Corporate Paw^Department 

St. Louis, Mol3ip67 (US) 

(72) Inventors: 

• Brown, David L. 

Chesterfield, Missouri 63017 (US) 



• Graneto, Matthew J. 
Chesterfield, Missouri 63017 (US) 

• Ludwig, Cindy L. 

St. Louis, Missouri 63146 (US) 

• Molyneaux, John M. 

St. Louis, Missouri 63146 (US) 

• Talley, John J. 

St. Louis, Missouri 63109 (US) 

(74) Representative: Albrecht, Thomas, Dr. et al 
Kraus, Weisert & Partner 
Patent- und Rechtsanwaite 
Thomas- Wimmer-Ring 15 
60539 Munchen (DE) 



(54) Fluoro-substituted benzenesulfonyl compounds for the treatment of inflammation 

(57) Methods of treating cyclooxygenase-2 mediated disorders comprising administering to a subject a therapeu- 
tically effective amount of one or more fluoro-substituted benzenesulfonyl compounds corresponding to Formula I: 




wherein A, X, n, R 1 , R2, and R 3 are as described in the specification, and novel fluoro-substituted benzenesulfonyl 
compounds within Formula !. 



CM 

< 

CO 
CM 



in 

CM 



Q. 
LU 



Pnmed by Jouve. 75001 PARIS (FR) 



* 



EP 1 251 126 A2 

Description 

FIELD OF THE INVENTION 

5 [0001 ] This invention is in the field of anti-inflammatory pharmaceutical agents and generally relates to compounds, 
compositions and methods for treating cyclooxygenase-2 mediated disorders, such as inflammation and inflammation- 
related disorders. The invention particularly relates to fluoro-substituted benzenesuifonyi compounds, compositions 
and methods for treating cyclooxygenase-2 mediated disorders. 

to BACKGROUND OF THE INVENTION 

[0002] Prostaglandins play a major role in the inflammation process and the. inhibition of prostaglandin production, 
especially production of PGG 2 , PGH 2 and PGE 2 , has been a common target of antiinflammatory drug discovery. Com- 
mon non-steroidal antiinflammatory drugs ("NSAIDs") that are active in reducing the prostaglandin-induced pain and 

is swelling associated with the inflammation process are, however, also active in affecting other prostaglandin-regulated 
processes not associated with the inflammation process. Thus, use of high doses of most common NSAIDs can produce 
severe side effects, including life threatening ulcers, that limit their therapeutic potential. An alternative to NSAIDs is 
the use of corticosteroids, which have even more drastic side effects, especially when long term therapy is involved. 
[0003] Previous NSAIDs have been found to prevent the production of prostaglandins by inhibiting .enzymes in the 

20 human arachidonic acid/prostaglandin pathway, including the enzyme cyclooxygenase (COX). The recent discovery 
of an inducible enzyme associated with inflammation (named "cyclooxygenase-2 (COX-2)" or "prostaglandin G/H syn- 
thase II") provides a viable target of inhibition which more effectively reduces inflammation and produces fewer and 
less drastic side effects. 

[0004] Recently, there has been significant research into some of the roles of cyclooxygenase-2. It has been found 
25 that COX-2 is upregulated in benign and malignant tumors (K. Subbaramaiah et al., Proc. Soc. Exp. Biol. Med. t 216, 
201 (1997)) including lung cancer (T. Hidaetal., Anticancer Res., 18, 775-82 (1998)), Barrett's esophagus (K! Wilson : 
Cancer Res., 58, 2929-34 (1998)) and skin cancer (S. Buckman et al., Carcinogenesis, 19, 723-29 (1998)). It is ex- 
pressed in airway cells with implication in asthma (P. Barnes et al., Lung Biol. Health Dis., 114, 111-27 (1998)). COX- 
2 also has a role in pre-term labor, angiogenesis (M. Tsujii et al., Celt, 93, 705-1 6 (1 998)), vascular rejection (M. Bustos, 
30 j. Clin. Invest, 100, 1150-58 (1997)), HIV induced apoptosis (G. Bagetta et al.. Biochem. Biophys. Res. Commun., 
244, 819-24 (1998)). neurodegeneration (T. Sandhya et al., Brain Res., 788, 223-31 (1998)), inflammatory bowel dis- 
ease, colitis, (I. Singer et al.. Gastroenterology, 115, 297-306 (1998)). cerebral ischemia (S. Nogawa et al., Proc. Natl. 
Acad. Sci., 95, 10966-71 (1998)), and hypertension (A. Nasjletti, Hypertension, 31, 194-200 (1997)), among others. 
[0005] Drugs that inhibit cyclooxygenase affect colon cancer (T Kawamori et al., Cancer Res., 58, 409-12 (1998)), 
35 allergic neuritis (K. Miyamoto et al., Neuro. Report, 9, 2331 -34 (1998)), dementia, burn infections (M. Shoup, J. Trauma: 
Inj., Infec., Crit. Care, 45, 215-21 (1998)), cytomegalovirus infectivity (E. Speir et al., Circ. Res., 83, 210-16 (1998)), 
and lumbago (H. Bosch, Curr. Med. Res. Opin., 14, 29-38 (1997)), among others. 

[0006] The references below disclose compounds having antiinflammatory activity and show that efforts are contin- 
uing to find a safe and effective antiinflammatory agent. W096/19463 describes oxazoles substituted with a [(2- or 3)- 

40 halo-4-(alkylsulfonyl ; aminosulfonyl or alkylaminosulfonyl)]phenyl group that selectively inhibit cyclooxygenase-2. U. 
S. Patent No. 5,380.738 describes 4-fluoro-phenyl and 4-methylsulfonyl substituted oxazoles that selectively inhibit 
cyclooxygenase-2. U.S. Patent No. 5,719,163 describes substituted oxazoles that selectively inhibit cyclooxygenase- 
2. W096/36617 describes oxazoles that selectively inhibit cyclcoxygenase-2. W096/19462 describes oxazoles that 
selectively inhibit cyclooxygenase-2. WO98/11080 describes 3 ,4-diaryl-oxazolones that selectively inhibit cyclooxyge- 

•*5 nase-2. 

[0007] EP 799,823 A1 describes 1 - or 2-[3-halo-4-(methylsulfonyl, aminosulfonyl or substituted aminosulfonyQphe- 
nyl]-pyrroles that selectively inhibit cydooxyge nase-2. U.S. Patent No. 5,935.990 describes substituted pyrroles that 
selectively inhibit cyclooxygenase-2. 

[0008] W099/6441 5 describes 1 -(4-bromophenyl)-2-[3-fiuoro-4-(methylsulfonyl)phenyl]-5-methyl-1 H-pyrrole; 
so 5-(4-bromophenyl)-1-[3-fluoro-4-(methylsulfonyl)phenyl]-3-(hydrogen.cyano s nitro, trifluoromethylorethoxycartoonyl)- 
IH-pyrazole; 2-[(4-bromophenyl) or (3-methyl-4-bromophenyl)]-1 [3-fluoro-4-(methylsulfonyl)phenyl]-4-trifluoromethyi- 
1H-imidazole; 4-[2-(4-bromophenyt)-4-hydroxy-4-trifluoromethyl-1H-imidazoi-1-yl]-2-fluorobenzene sulfonamide; 
3-(4-bromophenyl)-4-[3-fluoro-4-(me 

fonyl or aminosulfpnyl)phenylJ-5-methylisoxazole; 4-(4-bromophenyl)-5-[3-fiuoro-4-(methylsulfonyl or aminosulfonyl) 
55 phenyl]-2-methyl-i ,3-oxazole; and 4-(3-methyl-4-bromophenyl)-5-[3-fluoro-4-(methylsulfonyl)phenyl}-2-methyl- 
1 ,3-oxazole as intermediates used in the preparation of sulfonylbenzene compounds comprising an aryl or heteroaryl 
substituted phenyl moiety. W099/64415 states that the disclosed sulfonylbenzene compounds are useful in the treat- 
ment of cyclooxygenase mediated diseases. 
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[0009] U.S. Patent Nos. 5,466,823, 5 : 504,215 : 5,508,426, 5,510,496, 5,516,907, 5,521 ,207 and 5,760,068 describe 
substituted pyrazoly! benzenesulfonamides that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,475,018 de- 
scribes 1 ,5-diphenyl pyrazoles that selectively inhibit cyclooxygenase-2 U.S. Patent Nos. 5,486,534 and 5,756,529 
describe 3,4-substituted pyrazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,401 ,765 and 5,639,777 
5 describe 1 ,4, 5-trisubstituted pyrazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Nos. 5,434,178 and 
5,908,852 describe 1 ,3,5-trisubstituted pyrazoles that selectively inhibit cyclooxygenase-2. 

[0010] W094/15932 describes thiophene and furan derivatives that selectively inhibit cyclooxygenase-2. 
W094/26731 describes thiophene compounds that selectively inhibit cyclooxygenase-2. W097/16435 describes 
3,4-diaryl-2-hydroxy-2,5-dihydrofurans as prodrugs of compounds that are cyclooxygenase-2 inhibitors. GB 2 t 294 : 879 
m describes substituted furanones as cyclooxygenase-2 inhibitors. 

[0011] U.S. Patent No. 5,859,257 describes substituted isoxazoles that selectively inhibit cyclooxygenase-2. EP 
745,596 describes substituted isoxazoles that selectively inhibit cyclooxygenase-2. 

[0012] U.S. Patent Nos. 5,344,991, 5,420,287 and 5,663.180 describe substituted cyciopentenes that selectively 
inhibit cyclooxygenase-2. 

*5 [001 3] U.S. Patent No. 5,41 8,254 describes substituted cyclopentadienyls that selectively inhibit cyclooxygenase-2. 
[0014] U.S. Patent No. 5,916,905 describes 2,3-substituted pyridines that selectively inhibit cyclooxygenase-2. U. 
S, Patent No. 5,596,008 describes 3,4-diaryl substituted pyridines that selectively inhibit cyclooxygenase-2, 
WO98/03484 describes substituted pyridines that selectively inhibit cyclooxygenase-2. j 
[0015] U.S. Patent Nos. 5,393,790 and 5,736,579 describe substituled'spiro compounds that selectively inhibit cy- 

20 clooxygenase-2. 

[0016] U.S. Patent Nos. 5,670,51 0, 5,672,626 and 5,672,627 describe spirodienes that selectively inhibit cyclooxy- 
genase-2: 

[0017] U.S. Patent No. 5,668,161 describes substituted thiazoles that selectively inhibit cyclooxygenase-2. 
[0016] U.S. Patent No. 5,616,601 describes 1 ,2-substituted imidazoles that selectively inhibit cyclooxygenase-2. 
25 WO96/03387 describes 4,5-substituted imidazoles that selectively inhibit cyclooxygenase-2 . WO96/03388 describes 
1 ,2-substituted imidazoles that selectively inhibit cyclooxygenase-2. U.S. Patent Ncs. 5,521,193 and 5,531,521 de- 
scribe benzimidazoles that selectively inhibit cyclooxygenase-2. 

[0019] W094/13635 describes 5-methanesulfonamido-1-indanones that selectively inhibit cyclooxygenase-2. 
WO94/20480 describes alkanesulfonamido-1-indanones that selectively inhibit cyciooxygenase-2. 
30 [0020] WO96/09293 describes benz[g]indazolyls that selectively inhibit cyclooxygenase-2. 

[0021] WO98/47890 describes benzopyran derivatives that selectively inhibit cyclooxygenase-2. U.S. Patent No. 
5,886,016 describes benzopyranopyrazolyls that selectively inhibit cyclooxygenase-2. U.S. Patent No. 5,565,462 de- 
scribes heteroarylpyranopyrazolyls that selectively inhibit cyclooxygenase-2. 

[0022] U.S. Patent No. 5,739,166 describes substituted terphenyls that selectively inhibit cyctooxygenase-2. 

35 [0023] Finally, various additional substituted sulfonamides have been described. Pyrazolyl-sulfonylureas have been 
described as having possible hypoglycemic activity [H. Faid-Allah and H. Mokhtar, Ind. J. Chem., 27, 245 (1 988)]. JP 
1 ,045,374 describes water soluble tetrazolium compounds useful in assays for determining reducing substances. D. 
Mukerjee et al. [Acta. Pharma. Jugosl., 31, 151 (1981)] describe tetrazolium sulfonamides as antiviral agents. JP 
4,277,724 describes triphenyl pyrazolines as nonlinear optical material. JP 5 t 323,522 describes the use of heterocyclic 

40 compounds in black and white photographic material. U.S. Patent No. 5,389,635 describes substituted imidazoles as 
angiotensin li antagonists. U.S. Patent No. 5,387,592 describes substituted benzimidazole derivatives as angiotensin 
II antagonists. G. Dorofeenko et al. [Khim. Farm. Zh., 16. 920 (1982)] describe pyridinium salts as antiviral agents. U. 
S. Patent No. 5,338,749 describes diaryl-substituted heterocyclyl compounds as antiarthritis agents. 
[0024] Compounds of the current invention, however, have not been described as antiinflammatory cyclooxygenase 

45 inhibitors, 

DESCRIPTION OF THE INVENTION 

[0025] The present invention comprises methods of treating cyciooxygenase-2 mediated disorders, such as intlarn- 
so mation, in a subject having or susceptible to such disorders by administering to the subject a therapeutically-effective 
amount of one or more compounds of Formulae l-VIl as described below. The methods of the present invention also 
include prophylatic treatment of a subject. The compounds of Formulae I -VI I comprise a class of fluoro -substituted 
benzene sulfonyl compounds that are safe and effective anti-inflammatory agents. These compounds generally exhibit 
improved selectivity and/or potency in inhibiting cyc(ooxygenase-2 over cyclooxygenase- 1 relative to the corresponding 
55 sulfonamides or methylsulfones lacking such fluoro substituents. The present invention further comprises those novel 
fluoro-substituted benzene sulfonyl compounds within the class of compounds of Formulae l-VII. 
[0026] More specifically, the present method of treating cyclooxygenase-2 mediated disorders comprises adminis- 
tering to the subject a therapeutically-effective amount of one or more compounds selected from theclass of compounds 
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defined by Formula I: 



5 



iv 




I 



15 

wherein: 

i . 
A is a 5- or 6-member ring substituenl selected from partially saturated or unsaturated heterocyclic and carbocyclic 
20 rings; 

X is f luoro; 

n is an integer greater than or equal to 2; 

R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substituted 
with one, two or three radicals selected from C v2 -alkyl, C v2 -haloalky1, cyano, carboxyl, C v2 -alkoxycarbonyl, hy- 
25 droxyl, C^-hydroxyaJkyl, C^-haloalkoxy, amino, C-^-alkylamino, phenylamino, nitro, C^-alkoxy-C^-alkyl, 

C 1 . 2 -alkylsuffinyl, halo, C^-alkoxy and C^-alkylthio; 
R 2 is alkyl (particularly methyl) or amino; and 

R 3 represents one or more radicals selected from hydrido, halo, C 1-2 -alkyL C^-alkenyLC^-alkynyl, oxo, cyano, 
carboxyl, cyano-C 1 . 3 -alkyl, heterocyclyloxy, C 1 . 3 -alkoxy, C^-alkylthio, alkylcarbonyl, cydoalkyl, phenyl, C^- 

30 haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C 1 . 3 -alkyl, heterocyclyl-C v3 -alkyl r C^s-atkylthio-C^-alkyl, C-,. 3 -hy- 

droxyalkyl, C 1 . 3 -alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, (^.3- 
alkoxy-C^-alkyl. phenylthio-C 1 . 3 -alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, aminocar- 
bonyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-fC^-alkyO-N-phenylami- 
nocarbonyl, C^-alkylaminocarbonyl-C^-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino, N-aralkylami- 

35 no, N-(C 1 . 3 -alkyl)-N-aralkylamino, N-fC^-alkyO-N-arylarnino, amino-C^-aikyl, C 1 . 3 -alkylaminoalkyl, N-phe- 

nylamino-C^-alkyl, N-phenyl-C^a-alkylaminoatkyl, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -alkyt)amino-C 1 . 3 -alkyl, N-tC^- 
alkyO-N-phenylamino-G^-alkyl, phenyloxy, phenylalkoxy, phenylthio : phenyl-C^-alkylthio, C v3 -alkylsulfinyt, 
C^-alkylsuffonyt, aminosulfonyl, C 1 . 3 -alkylaminosulfonyl ! N-phenylaminosulfonyL phenylsulfonyl, and N-fC^- 
alkyl)-N-phenylaminosulfonyl; 

40 or a pharrnaceutically-acceptable salt, tautomer or prodrug thereof. 

[0027] In one embodiment, n is 2. Preferably, (a) one fluoro radical is present at the 2-position of the benzenesulfonyl 
compound (according to the numbering shown in Formula I above) and the other lluoro radical is present at the 5-po- 
sition of the benzenesulfonyl compound, or (b) one fluoro radical is present at the 2-position of the benzenesulfonyl 

45 compound and the other fluoro radical is present at the 3-position of the benzenesulfonyl compound, or (c) one fluoro 
radical is present at the 3-position of the benzenesulfonyl compound and the other fluoro radical is present at the 
5-position of the benzenesulfonyl compound. 
[0028] In another embodiment, n is 3. 
[0029] In another embodiment, n is 4. 

50 [0030] In another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutical ly-effective amount of one or more compounds selected from a preferred class 
of compounds consisting of those compounds of Formula I wherein: 

A is a 5- or 6-member rjng substituent selected from partially saturated or unsaturated heterocyclic and carbocyclic 
55 rings; 

X is fluoro; 

n is an integer greater than or equal to 2; 

R 1 is cyclohexyl. pyridinyl, or phenyl, wherein said cyclohexyl. pyridinyl, and phenyl may be optionally substituted 
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with one, two or three radicals selected from Cj.g-alkyl, C 1 . 2 -haloalkyl, cyano, carboxyl, C 1 . 2 -alkoxycarbonyl, hy- 
droxy!. C^-hydroxyalkyi, C^-haloalkoxy, amino, C^-alkylamino. phenylamino, nitro, C^-alkoxy-C^-alkyl, 
C^-atkyisuifinyl, halo. C^-atkoxy and C^-aikylthio; 
R 2 is methyl or amino; and 

R 3 represents one or more radicals selected from hydrido : halo, C 1 . 2 -alkyl, C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, 
carboxyl, cyano-C^-alkyt, (5- or 6-member ring heterocyclyl)oxy, C 1 . 3 -alkoxy, C^-alkylthio, C 1 . 3 -alkytcarbonyl, 
C 3 . 6 -cycloalkyl, phenyl, C^-haloalkyl, 5- or 6-member ring heterocyclyl. C 3 .c-cvcloalkenyl. phenyl-CLs-alkyl, (5- 
or 6-member ring heterocyclylJ-C^-alkyl, C^-alkylthio-C^-alkyl, C^-hydroxyalkyl, C^-alkoxycarbonyl, phe- 
nylcarbonyl, phenyl-C^a-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl ; C v3 -alkoxy-C 1 .3*alkyl 1 phenylthio-C^-alkyl, pheny- 
loyy-C^-alkyL C 1 . 3 -alkoxyphenyl-C 1 . 3 -a!koxy-C 1 . 3 -alkyl, C^-alkoxycarbonyi-C^-alkvL aminocarbonyl, aminoc- 
arbonyl-C,_ 3 -alkyl ; C 1 . 3 -alkylaminocarbonyl, N-phenylaminocarbonyl, N-fC^-alkyO-N-phenylaminocarbonyl, 
C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^-alkyl, C v3 -a1kylamino, N-phenylamino, N-fphenyl-C^-alkyl) 
amino, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -alkyl)amino ) N-fC-^-alkyO-N-phenylamino, amino-C^-alkyl, C^-alkylami- 
no-C^-alkyl, N-phenylamino-C^-alkyl, N-phenyl-CT^-alkylamino-C^^atkyl, N-fC^-alkyO-N-phenyl-C^- 
alkylamino-C^-alkyl, N-tC^a-alkyO-N-phenylamino-C^^alkyl, phenyloxy, phenyl-C^-alkoxy, phenylthio, pbe- 
nyl-C^-alkylthio, C^-alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl. C^-alkylaminosulfonyl, N-phenylamiriosul- 
fonyL phenylsulfonyl, and N-(C v3 -alkyl)-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. i 
! • . ! 

[0031] Within this preferred class of compounds, A preferably is a radical selected from thienyl, furyl, furanone, 
thiazolyl, oxothiazolyl, thioxothiazolyl, imidazolyl, benzofuryl, indenyl, benzothienyl, isoxazolyl, oxooxazolyl, pyrazolyl, 
cyclopentenyl, cyclopentadienyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and pyridyl. More preferably, A is a 
radical selected from thienyl, furyl, furanone, thiazolyl, oxothiazolyl, thioxothiazolyl, imidazolyl, benzofuryl, indenyl, 
benzothienyl, isoxazolyl, pyrazolyl, cyclopentenyl, cyclopentadienyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and 
pyridyl. Still more preferably, A is a radical selected from thienyl, furanone, isoxazolyl, pyrazolyl, cyclopentenyl and 
pyridinyl. Still more preferably, A is a radical selected from furanone, isoxazolyl, and pyrazolyl. 
[0032] In another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a more preferred 
class of compounds consisting of compounds of Formula I wherein R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said 
cyclohexyl, pyridinyl. and phenyl may be optionally substituted with one, two or three radicals selected from methyl, 
difiuoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxymethyl, trifluoromethoxy, amino, 
methylamino, phenylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo. methoxy and methylthio. 
[0033] in another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a more preferred 
class of compounds consisting of compounds of Formula I wherein R 3 is a radical selected from hydrido, fluoro, chloro, 
bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, dif- 
iuoromethyl, phenylmethyL methyithiomethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phe- 
nylmethylcarbonyl, methoxymethyl, phenylthiomethyl, phenyloxymethyL methoxyphenylmethoxymethyl, methoxycar- 
bonylmethyl, aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phe- 
nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)ami- 
no, N-methyl-N-(phenylmethyl)amino t N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 
nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylaminomethyl, phe- 
nyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, methylaminosul- 
fonyl N-phenylaminosulfonyi, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

[0034] in another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a more preferred 
class of compounds consisting of compounds of Formula I wherein R 1 and R 3 are defined as follows: 

R 1 is cyclohexyl. pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substituted 
with one, two or three radicals selected from methyl, difiuoromethyl, trifluoromethyl, cyano : carboxyl, methoxycar- 
bonyl, hydroxyl, hydroxymethyl; trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, meth- 
ylsulfinyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R3 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, methoxy, 
methylthio, methylcarbonyl, phenyl, trifluoromethyl, difiuoromethyl, phenylmethyl, methyithiomethyl, hydroxyme- 
thyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, methoxymethyl, phenylthiomethyl, 
phenyioxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl. aminocarbonylmethyl, 
methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, methylaminocarbonylmethyl, 
^carboxymethyl, methylamino, N-phenylamino. N^(phenylmethyl)amino. N-methyi-N-(phenylmethy1)amino, N-me- 
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thyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenyiaminomethyl, N-phenylmethylaminomethyl, N- 
methyl-N-phenyimethylaminomethyl, N-methyl-N-phenylaminomethyl, phenyloxy, phenylmethoxy, phenylthio, 
phenylmethylthio, methylsulfinyl. methylsulfonyl, aminosutfonyl, methylaminosulfonyl, N-phenylaminosulfonyl, 
phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

[0035] In another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-effective amount of one or roorp compounds selected from a still more 
preferred class of compounds consisting of those compounds of Formula I wherein: 

R 1 is cyclohexy! or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one two or three 

radicals selected from halo., cyano, C^-alkyl, C^-haloalkyl, C^-alkoxy, and C^g-haloalkoxy; and 

R 3 is a radical selected from hydrido, C^-alkyl, C^-alkoxy, C^-alkylcarbonyl, C^-haloalkyl, and C 1 . 3 -alkoxy- 

carbonyl. 

[0036] In another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises ad- 
ministering to the subject a therapeutically-effective amount of one or more compounds selected from a still more 
preferred group of compounds consisting of those compounds of Formula I wherein: 

i 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl rriay be optionally substituted with one, two or three 
radicals selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, bromo, and 
methoxy; and 

R 3 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, and meth- 
oxycarbonyj. 

Utility of Methods and Compounds 

[0037] The methods and compounds of the present invention would be useful for, but not limited to, the treatment 
of inflammation in a subject, and for treatment of other cyclooxygenase-2 mediated disorders, such as, as an analgesic 
in the treatment of pain and headaches, or as an antipyretic for the treatment of fever For example, the methods and 
compounds of the invention would be useful to treat arthritis, including but not limited to rheumatoid arthritis, spondy- 
loarthropathies, gouty arthritis, osteoarthritis, systemic lupus erythematosus and juvenile arthritis. Such methods and 
compounds of the invention would be useful in the treatment of asthma, bronchitis, menstrual cramps, preterm labor, 
tendinitis, bursitis, allergic neuritis, cytomegalovirus infectivity, apoptosis including HIV induced apoptosts, lumbago, 
liver disease including hepatitis, skin-related conditions such as psoriasis, eczema, acne, UV damage, bums and 
dermatitis, and from post-operative inflammation including from ophthalmic surgery such as cataract surgery and re- 
fractive surgery. 

[0038] The methods and compounds of the invention also would be useful to treat gastrointestinal conditions such 
as inflammatory bowel disease, Crohn's disease, gastritis, irritable bowel syndrome and ulcerative colitis. 
[0039] The methods and compounds of the invention would be useful in treating inflammation in such diseases as 
migraine headaches, periarteritis nodosa, thyroiditis, aplastic anemia, Hodgkin's disease, sclerodoma, rheumatic fever, 
type I diabetes, neuromuscular junction disease including myasthenia gravis, white matter disease including multiple 
sclerosis, sarcoidosis, nephrotic syndrome, Behcet's syndrome, polymyositis, gingivitis, nephritis, hypersensitivity, 
swelling occurring after injury including brain edema, myocardial ischemia, and the like. 

[0040] The methods and compounds would also be useful in the treatment of ophthalmic diseases, such as retinitis, 
conjunctivitis, retinopathies, uveitis, ocular photophobia, and of acute injury to the eye tissue. 
[0041] The methods and compounds would also be useful in the treatment of pulmonary inflammation, such as that 
associated with viral infections and cystic fibrosis, and in bone resorption such as associated with osteoporosis. 
[0042] The methods and compounds would also be useful for the treatment of certain central nervous system dis- 
orders, such as cortical dementias including Alzheimer's disease, neurodegeneration, and central nervous system 
damage resulting from stroke, ischemia and trauma. The term "treatment" includes partial or total inhibition of the 
dementia, including Alzheimer's disease, vascular dementia, mutti-infarct dementia, pre-senile dementia, alcoholic 
dementia, and senile dementia. 

[0043] The methods and compounds of the invention are useful as anti-inflammatory agents, such as for the treatment 
of arthritis, with the additional benefit of having significantly less harmful side effects. These methods and compounds 
would also be useful in the treatment of allergic rhinitis, respiratory distress syndrome, endotoxin shock syndrome, 
and liver disease. The methods and compounds would also be useful in the treatment of pain, but not limited to post- 
operative pain, dental pain, muscular pain, and pain resulting from cancer. 

[0044] The methods and compounds above would be useful for, but not limited to, treating and preventing inflam- 
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mation-related cardiovascular disorders in a subject. The methods and compounds would be useful for treatment and 
prevention of vascular diseases, coronary artery disease, aneurysm, vascular rejection, arteriosclerosis, atheroscle- 
rosis including cardiac transplant atherosclerosis, myocardial infarction, embolism, stroke, thromoosis, including ve- 
nous thrombosis, angina including unstable angina, coronary plaque inflammation, bacterial-induced inflammation in- 
5 eluding Chlamydia-induced inflammation, viral induced inflammation, and inflammation associated with surgical pro- 
cedures such as vascular grafting including coronary artery bypass surgery, revascularization procedures including 
angioplasty, stent placement, endarterectomy, or other invasive procedures involving arteries, veins and capillaries. 
[0045] The methods and compounds would be useful for, but not limited to, the treatment of angiogenesis-related 
disorders jn a subject. According to the present invention, the methods and compounds can be used in the treatment 
fo of a subject in need of angiogenesis inhibition. The methods and compounds would be useful for treatment of neoplasia, 
including metastasis; ophthalmological conditions such as corneal graft rejection, ocular neovascularization, retinal 
neovascularization including neovascularization following injury or infection, diabetic retinopathy, macular degenera- 
tion, retrolental fibroplasia and neovascular glaucoma; ulcerative diseases such as gastric ulcer; pathological, but non- 
malignant, conditions such as hemangiomas, including infantile hemaginomas, angiofibroma of the nasopharynx and 
avascular necrosis of bone; and disorders of the female reproductive system such as endometriosis. 
[0046] The methods and compounds of the invention would be useful for the prevention or treatment of benign and 
malignant tumors/neoplasia including cancer, such as colorectal cancer, brain cancer, bone cancer, epithelial cell- 
derived neoplasia (epithelial carcinoma) such as basal cell carcinoma, adenocarcinoma, gastrointestinal cancer such, 
as lip cancer, mouth cancer, esophageal cancer, small bowel cancer and stomach cancer, colon cancer, liver cancer, 
20 bladder cancer, pancreas cancer, ovary cancer, cervical cancer, lung cancer, breast cancer and skin cancer, such as 
squamus cell and basal cell cancers, prostate cancer, renal cell carcinoma, and other known cancers that affect epi- 
thelial cells throughout the body. Preferably, neoplasia is selected from gastrointestinal cancer, Barrett's esophagus, 
liver cancer, bladder cancer, pancreas cancer, ovary cancer, prostate cancer, cervical cancer, lung cancer, breast 
cancer and skin cancer, such as squamus cell and basal cell cancers. The methods and compounds can also be used 
to treat the fibrosis which occurs with radiation therapy. The methods and compounds can be used to treat subjects 
having adenomatous polyps, including those with familial adenomatous polyposis (FAP). Additionally, the methods and 
compounds can be used to prevent polyps from forming in patients at risk of FAP. 

[0047] The methods and compounds of the present invention may be used alone or in conjunction with additional 
therapies and/or compounds known to those skilled in the art in the prevention or treatment of neoplasia. Alternatively, 
30 the methods and compounds described herein may be used in conjunctive therapy. By way of example, the compounds 
may be administered alone or in conjunction with other antineoplastic agents or other growth inhibiting agents or other 
drugs or nutrients. . 

[0048] The present methods and compounds may also be used in co-therapies, partially or completely, in addition 
to other antiinflammatories, such as together with steroids, NSAlDs, iNOS inhibitors, p-38 inhibitors, MMP inhibitors, 
TNF inhibitors, 5-lipoxygenase inhibitors, LTB 4 receptor antagonists and LTA 4 hydrolase inhibitors. 
[0049] The present methods and compounds may also be used in combination therapies with opioids and other 
analgesics, including narcotic analgesics, Mu receptor antagonists, Kappa receptor antagonists, non-narcotic (i.e. non- 
addictive) analgesics, monoamine uptake inhibitors, adenosine regulating agents, cannabinoid derivatives, Substance 
P antagonists, neurokinin-1 receptor antagonists and sodium channel blockers, among others. More preferred would 
be combinations with compounds selected from morphine, meperidine, codeine, pentazocine, buprenorphine, butor- 
phanol, dezocine, meptazinol, hydrocodone, oxycodone, methadone, Tramadol [(+) enantiomer], Du P 747, Dynorphine 
A, Enadoline, RP-60180, HN-11608, E-2078, ICI-204448, acetominophen (paracetamol), propoxyphene, nalbuphine, 
E-4018, filenadol, mirfentanil, amitriptyline, DuP631 , Tramadol [(-) enantiomer], GP-531 , acadesine, AKI-1 , AKI-2, GP- 
1683, GP-3269, 4030W92. tramadol racemate, Dynorphine A, E-2078, AXC3742, SNX-111, ADL2-1294, ICI-204448, 
CT-3 : CP-99,994 : and CP-99,994. 

[0050] The methods and compounds can be used in co-therapies, in place of other conventional antiinflammatories, 
in combination with one or more antihistamines, decongestants , diuretics, antitussive agents or with other agents pre- 
viously known to be effective in combination with antiinflammatory agents. 

50 Subjects of Treatment 

[0051] Besides being useful for human treatment, these methods and compounds are also useful for veterinary 
treatment of companion animals, exotic animals and farm animals, including mammals, rodents, and the like. More 
preferred animals include horses, dogs, and cats. 
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Selectivity of Compounds 

[0052] The present novel methods preferably employ compounds which selectively inhibit cyclooxygenase-2 over 
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cyclooxygenase-1 . Preferably, the compounds have a cyciooxygenase-2 IC 50 of less than about 0.5 nM ; and also have 
a selectivity ratio of cy^looxygenase-2 inhibition over cyclooxygenase-1 inhibition of at least 50, and more preferably 
of at least 100. Evell rtfore preferably, the compounds have a cyclooxygenase-1 IC^ of greater than about 5 n-M. Such 
preferred selectivity may indicate an ability to reduce the incidence of common NSAID-induced side effects. 

Pyrazoles 

[0053] In still an^iejembodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
of compounds of formula I corresponding to Formula II: 
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R 4 R 5 

\ i f — N 



n 



25 



30 



wherein 6Ubstjfoe|rts X, n, R 4 , R 5 and R 6 have the same definitions and sub-definitions as substituents X, rs, R 1 , 
R 3 and R 2 , respect^!! set forth above for the compounds of Formula l } and the pharmaceutical ly-acceptable salts, 
tautomers and prodn|g§ thereof. 

[0054] Within this fu^lass of compounds, a preferred group of compounds consists of those compounds of Formula 
HA or Formula tIB: 
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N N 



R° S 




IIB 



wnerein R 4 , R 5 and R 6 are as defined above, and the pharmaceuticaily-acceptable salts, tautomers and prodrugs 
thereof. i 

[0055] Within tNs subclass of compounds ; a more preferred group of compounds consists of those compounds of 
Formula IIC or IID: 




IIC 
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and the pharmaceutics lly-acceptable salts, tautomers and prodrugs thereof. Preferably, (a) one fluoro radical is present 
at the 2-position and the other fluoro radical is present at the 5-position, or (b) one fluoro radical is present at the 
2-position and the other fluoro radical is present at the 3-position ; or (c) one fluoro radical is present at the 3-position 
and the other fluoro radical is present at the 5-position. 

[0056] Preferred species within this subclass include, but are not limited to: 

S-phenyl-l-tS.S-difiuoro^-fmethylsulfonylJphenylJ-a-ttrifluoromethyO-IH-pyrazole; 

5-(3^hloro-5-methylphenyl)-1-[3,5-difluoro-4-(methytsulfonyl)pheny!l-3-(trifluoromethy0 

5-(3,5-difluoro-5-methylphenyl)-1-^^ 

5-(3-chlorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(4-chloropheny1)-1 -f3 l 5-difluoro-4-(methytsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3-bromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifiuoromethyi)-1 H-pyrazole; 
5-(4-bromophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl)-3-(tntluoromethyl)-1 H-pyrazole; 
5-(3,5-difluorophenyl)-1-[3,5-difluoro-4-(meth^^ 
5-(4-fluorophenyi)-1-[3,5-difluoro-4-(m 

5-(4-methylphenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole: 
5-(3-methylphenyl)-1-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-3<trifluoromethyl)-1 H-pyrazole; 
5-{3-brorno-5-methylphenyl)-1-[3 ; 5-difluoro-4-(meihylsuffonyl)phenyl]-3-(trifluoromethyl)-1^ 
5-(3,4-dichlorophenyl)-1 -[3, 5-difluoro-4-(methylsu,1onyl)phenyi]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,4-dibromophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,4-difluorophenyl)-1-l3,5-difluoro-4-(methylsul J onyl)phenyl)-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,5-dichlorophenyl)-1-[3,5-difluoro-4-(methyfsu1onyl)pheny;)-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,5-dibromophenyl)-1-t3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,5-difluorophenyl)-1-[3,5-difluoro-4-(methylsuronyl)phenyl]-3-(trifluoromethyt)-l H-pyrazole; 
5-(3-chloro^-fluorophenyl)-1-(3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazote; 
5-(3-chloro-4-methylphenyl)-1 -[3 ? 5-difluoro-4-(methylsulfo < ,y ( enyl]-3-((rif!uoromethyl)- 1 H-pyrazole: 
5-(3-bromo^-methylphenyl)-1-[3,5-difluoro-4-(m 

5-(3,5-difluoro-4-methylphenyl)-1 -[3, 5-difluoro-4-(meihyisulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,4-dimethylphenyl)-1 -[3 ! 5-difluoro-4-(methyisulfonyi)phenyl]-3-(trifluoromethyl)- 1 H-pyrazole; 
5-(4-trifluoromethoxyphenyl)-1 -[3 .S-difluoro-^-^cthylsulfonyOohenylJ-S-ftrifluoromethyO-l H-pyrazole; 
5-(3-methyl-44rifluoromethoxyphenyl)-1^3,^^ 

5-(4-methyl-3-trifluoromethoxyphenyl)-1 -{3, 5-difiuoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(4nriethyl-3-trifluoromethoxyphenyl)-1-[3^ 

5-(3-cyano-4-methylphenyl)-1 -[3, 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(4-cyano-3-methylphenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl)-3-(triUuoromethyl)-1 H-pyrpzole; . 
5-(3-cyanophenyl)-1-t3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; 
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5-(4-cyanophenyl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl] -3 -(trmuoromethyl)-l H-pyrazole; 

5-(3-chloro-4-methoxyphenyi)-V 1H-pyrazole; 

5-(4-chloro-3-methoxyphenyl)-H^^ 

5-(2-methylpyridin-6-yl)-H3 : 5-dif^ 

5-(2-methyttbiazol^-yl)-1-f3,5-d^ 

5-(4-methylthiazol-2-yl)-1-[3,5^ 

5-(2-methylpyridin-3-yl)-1-[3^ 

5-(2-methylpyridin-3-yl)-1-[3 : 5-difl^^ 

5-(3-pyridinyl)-1-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorometh 

5-(5-methylpyridjn-3-yl)-1-[3 : 5-difluoro^-(methylsulfonyi)phenyl]-3^ 

5-(2-methylpyridin-3-y!)-1-[3^ 

3-cyclohexyl-1 -[3,5-difluoro^ 

3-cyclopentyl-1-[3,5-difluoro^^ 

5-phenyi-1-f3 f 5-difluoro^-(methy!suIfonyl)phenyl]-3-(difluoromethyl)-1H 
5-(3^hiorophenyl)-1^3 f 5-difluoro-4-(methyisulfonyl)phenylj-3-(difluoromem 
5-(4-chlorophenyl)-1-[3,5^ifluoro-4-(memylsulfonyl)phenyl)-3*(dmuoromethy^ 
5-(3-bromophenyl)-1-[3 f 5-difluoro^ 

5-(4-bromophenyl)-1-[3,5-dlfluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy 
5-(3-fluoh>pheriy0-1 -[S^ifto 

5-(4-fluorophenyl)-1-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-(dffluorom 

5-(3HT»ethylphenyl)-1-[3 t 5-dlfluoro^^ 

5-(4-methylphenyl)-1r[3 ( 5Hdifluo 

5-(3<jyanophenylH-[3,5-difluoro-4-(m^ 

5r(4K?yanophenyl)-1-[3 ( 5-difluoro^-(^^ 

5-(3-trifluoromethylphenyI)-1-[3 ? 5-difluoro-4-(m©thylsulfonyl)phenyl]-3-{dm 

5-(44rifluoromemylph©nyl)-1^3,5<Jif^ 1H-pyrazo!e; 

5-(34rifluoromemoxyphenyl)«H3,5^ 

5-(4-trffluoromethoxyphenyl)-H3,5-dffi^^ 

5-(3,4^ichlorophenyl)-1-[3 t 5-difluoro^ 

5-(3 t 4-dibromophenyl)-1 ^3,5-dffluoro-4-(methylsulf on yl)phenyl]-3-(dif!uorom ethyl)- 1 H-pyrazole; 

5-(3,4-difiuorophenyl)-H3,5^ifluoro^ 

5-(3.5-dichlorophenyl)-H3,5-dffluoro^ 

5-(3,5-dibromophenylH-[3,5-difluoro^-^ 

5-(3,5-dmuorophenyl)-1 ^.S-difluoro^methylsulfonyOphenylJ-S^difluoromethyl)^ H-pyrazole; 

5-(3,4-dimethylphenyl)-H3,5-difluoro^ 

5-(3,5-dimethylphenyl)-H3 f 5-dffl 

5-(3-methyl-4^hlorophenyl)-1-[3,5^^ 

5-(4-methyl-3^h!orophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)ph^ 
5-(3-methyi-4-f!uoropheny!)-1-[3,5<Jffi^ 

5-(4-methyl-3-fluorophenyl)-1-[3,5-difluoro-4-{methylsuffonyl)phen 

5-(3-methyl-4-bromophenyi)-1-[3,5-dffluoro^^ 

5-(4-methyl-3-bromophenyl)-H3,5Hdifluoro^-(methylsu[fony!)phen 

5-(3-methyi-4-trifluoromethylphenyl)0-[3,5-difluoro-4-(methylsutfonyi)pheny 

5-(4-methyl-3-trifiuoromet^ 

5-(3-methyl-4-trifluoromethoxyph^^ 

5-(4-methyl-3-trifluoro^ 

M3^yano-4-melhylphenyl)-1-[3,5<Hfluo^^ 

5-(4^yano-3-methylphenyl)-1-[3,5^ifl^^ 

S-(3*ch!cro^-methoxyphenyl)-^ 

5-(4^hloro-3-methoxyphenyl)-1-[33-difluoro^-(methylsulfonyl)phenyl]-3-^ 
5-(2-methylpyridin-6-yl)-1 -[3 S S^ 
5-(2^ethylthiazol-4-y!)-1-[3,5-dffluoro^ 
5-(4^ethylthiazol-2-yl)-1-(3,5K*ffl^ 

5.(2^ethylpyridin-3-yl)-143 : 5-difluoro^.(methylsulfonyl)phenyl]-3-(difl^ 

S-^^ethylpyridin-S-yO-HS^tfluoro^ 

S-fS-pyridinyO-l-p.B-dtfluoro^m^^ 

5-(5-methylpyridin-3-yl)-1-[3 s 5^ffluoro^^ 

5^2^ethylpyridin-3-yl)-H3 t 5KJif^^ 
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5-cyclohexyM -[3,5-difluoro-4^ 

5-cyclopentyl-1 -[3,5-difluoro-4-(methylsulfony!)phenyl] -3-(difluoromethyl)-1 H-pyrazole; 

1-phenyl-5-[3.5-difluoro-4-(methylsulfonyl)pheriyl]-3-(trifiuoromethyl)-1H-pyrazole; 

1-(3<:hlorophenyl)-5-[3,5-difluoro-4^ 

1 -(4-chlorophenyl)-5-f3 ; 5-difluoro^^^ 

1-(3-bromophenyI)-5-[3,5<Jifluoro-4-(m^ 

1-(4-bromopher,y!)-5-[3,5:difluoro-4-(mothy!sulfonyl)pheny!l 3-(trif!uororrs9thyl)-1 H-pyrazni^; 

1-(34luorophenyl)-5-[3,5-difluoro^-(methyisulfonyl)phenyl]-3-(trifluorometh^ 

1-(4-fiuorophenyl)-5-[3,5-difluoro-4-^^ 

1-(3-meiMy;p^er,yI)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-^ 

1-(4-methylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)pheny!]-3-(trifluorom 

1-(3-cyanophenyi)-5-[3,5-difluoro^-(me^^ 

1-(4^yanophenyl)-5^3,5-difluoro-4-(m^ 

1-(34rifiuoromethylphenyl)-5-[3^^ 

1-(44ritluoromethylphenyl)-5H3,5-difluoro-4-(methylsulfonyi)phenylJ-3-(trifluorom 
1 -(3-trif luoromethoxyphenyl)-5^ 

1-(4-trifluoromethoxyphenyl)-5-[3,5-difluoro^-(methylsu!fonyl)phenyl]-3-(trin 

1-(3,4-dichlorophenyl)-5-[3,5-difluoro^ 

1-(3^-dibromopheny!)-5-[3,5-dir^^ 

l-fS^-difluorophenyO-S-p.S-difluo^ 

1-(3,5-dichlorophenyl)-543,5-difluoro^ 

1-(3,5-dibromophenyl)-5^3,5-difluoro-4-(m^ 

1-(3,5-difluorophenyl)-5-[3,5-difluoro^^ 

1-(3,4-dimethylphenyl)-5-[3,5-difluoro^ 

1-(3,5-dimethylphenyl)-5-[3,5-difluoro^^^ 

1-(3-methyl-4^hlorophenyl)-5-[3,5-dffl^ 

1-(4-methyl'3-chlorophenyl)-5-[3 f 5-difluoro-4-(methylsulfonyl)phenyl] -3-(trifluoromethyl)-1H-pyrazole; 
1-(3-methyl-4-fluorophenyl^ 

1-(4-methyl-3-fluorophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifl^ 

1 -(3-methyl-4-bromophenyl)^ 

1-(4-methyl-3-bromophenyl)-5-^ 

1-(3-methyl-4-trifluoromethylphenyl)-5-[3,5-difluoro-4-(methylsulfonyi)p 

1-(4-methyl-34rifluoromethy^ 

1-(3-methy!-4-trifluoromethox^ 

1 -(4-methyl-3-trif luorome 

1-(3^yano-4-methylphenyl)-5-[3 f 5-dffl 

1-(4^yano-3-methytphenyl)-5-[3,5<lifi^ 

1-(3^hloro^-methoxyphenyl)-5-^ 

1-(4-chloro-3-methoxyphenyl)-543^ 

1-(2-methylpyridin-6-yl)-5-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorome 

1-(2-methylthiazoM-yl)-5-[3,5-difluoro-4-(methylsutfonyi)phenyl]-3-(trifluorome 

1-(4HTiethylthiazol-2-yl)-5-[3,5^ 

1-(2-methylpyridin-3-yl)-5-[3 s 5-difl^ 

1-(2-methylpyridin-3-yl)-5-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-3Htrifluorom 

1-(3-pyridinyl)-5-[3,5-difluoro-4-(m 

1-(5-methylpyridin-3-yl)-5-[3 : 5-d!fluo^ 

1-(2-methylpyridin-3-yl)-5-[3.5-difluoro^^^ 

1-cyclohexyl-543.5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazo!e 

1-cyclopentyl-5-[3,5-difluoro^-(methyls^ 

1-phenyl-5-[3,5-difluoro-4-(meto^ 

1-(3^hlorophenyl)-5-[3,5-difluoro-4-(met^ 

1-(4^hlorophenyl)-5-[3,5<iifluoro-4-(m^ 

1-(3^romophenyl)-5-[3 f 5Klifluoro-4-(mGthylsulfonyl)phenyl|-3-(difluororneth^ 

1-(4-bromophenyl)-5<3,5<iifluoro-4-(met^ 

1-(3-fluorophenyl)-5-[3,5-dtfluoro^-(^ 

1-(4-fluorophenyi)-5-[3,5-difluoro^-(met^ 

1-(3<nethylphenyl)-5^3,5Hdif!uoro-4-(m 

1-(4HTiethylphenyl)-5-[3,5-difluoro^^ 
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1-(3-cyanophenyl)-5-[3,5-difluoro-^ 

1-(4-cyanophenyl)-5-[3 ( 5-difluoro 

1-(3-trifluoromethylphenyl)-5-[3^^ 

1-(44rifluoromethylphenyl)-5-[3,5-dffl^ 

HS^rifluoromethoxyphenyO-S-fS.S-^^^^ 

1-(4-trifluoromethoxyphenyl)-5-[3,5-dm^ 

1-(3,4-dichlorophenyl)-5-[3,5-dm^ 

1-(3 f 4-dibromophenyl)-5-[3,5-difluoro-4-{^ 

1-(3,4-difluorophenyl)-5-[3,5<Jifluoro-4-(m 

1-(3 t 5-dichlorophenyl)-5-[3,5-difluoro^Wm^ 

1 -(3,5-dibromophenyl)-5-[3,5-difluo^ 

1-(3,5-difluorophenyl)-5-[3,5-difluoro-4-(methy!su!fonyl)phenyl)-3-(difluoromethyr^ 
1 -{3Adimethylphenyl)-5-[3,5-difluoro-4-(me^^^^ 

1 -(3,5-dimethylphenyl)-5-[3 } 5-difluoro-4-(methytsulfonyl)phenyl]-3-(diflu 

HS-methyM^hlorophenyO-B-lS^-dtfi^ 

1-(4MTiethyl-3^hlorophenyl)-5-[3,5-difluo^ 

1-(3-methyl-4-fluorophenyl)-5-[3,5-difluo^ 

1-(4-methyl-3-fluorophenyl)-5<3,5<lffli40^ 

1-(3-methyl-4-bromophenyl)-5-[3,5-diTto 

1-(4<nethyl-3-bromophenyl)-5-[3,5^ifluoro-4-(^ 

1-(3-methyl-4-trifluoromethylpheny^ 

1-(4-methyi-34rifluoromethylphenyl)-5-[3,5-dffiuoro-4-(methylsulfonyl)phen 
1-(3-methyM4rifluoromethoxyphenyl)-5^ 
1-(4-methyl-3-trifluoromethoxyphen 
1-(3^ano-4-methylphenyl)-5-[3,5^ifluoro^-(meto^ 

1-(4-cyano-3-methylphenyl)-5-[3 r 5-dif!uoro-4-(methylsulfonyl)ph6ny!]-2 (dlf'jcrorricthyij-l H-pyrazo!e; 

1-(3^hloro^-methoxyphenyl)-5-[3,5<!ifluoro 

1-(4<;hloro-3-methoxyphenyl)-5-[3,5-difluoro^ 

1-(2«methytpyridin-6-y))-5-[3 ! 5-difluoro^-(methylsulfonyl)phenyl]-3-(difluor^ 
1-(2HTiethylthiazol^-yl)-5-[3,5-di^ 

1-(4-methyithiazol-2-yl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl)-3-(djfluorometh 

1-(2-methylpyridin-3-yl)-5-[3 ; 5-difluoro^ 

1-(2-methylpyridin-3-yl)-5-[3 ; 5-dm^ 

1 -(3-pyridinyl)-5-[3,5-difluoro-4-(methylsulfonyi)phenyl]-3-(difluoromethyl)-1H-pyr^^ 
1 -(5-methylpyridjn-3-yl)-5-[3,5-difluoro-4-(methylsutfonyl)phenyl]-3-(difluorometh^ 
1-(2-methylpyridin-3-yl)-5-[3 5 5-dif1uoro^ 

1-cyc!.ohexyl-5-[3,5-diffuoro-4-(methylsulfonyl)phenyl)r3-(difluoromethyl)-1H 

1-cyclopentyl-5-[3,5-difluoro-4-(methyls^ 

2,6-difluoro-4-[1-phenyl-3-(difluoromett^^ 

2,6-difluoro-4-[1-(3K;hlorophenyl)-3-(dffl^ 

2,6-difluoro-4-[1-(4^hloropheny!)-3-(difl^ 

2,6-difluoro-4-[1-(3-bromophenyl)-3-(difluoromethyl)-l H-pyrazo!-5-yl]benezenesulfonamide; 

2,6-difluoro-4-l1-(4-bromophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesu(fonamide; 

2,6-difluoro-4-[1-(34luorophenyi)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesutfonamide; 

2,6-dif1uoro-4-[1-(44luoropheny!)-3-(dM^ 

2,6<llfiuoro-4-[1-(3HTiethylphenyl)^ 

2,6-difluoro-4-[1 -(4-melhylphenyl)-3-(difluoromethyl)-1 H-pyrazoi-5-yljbenezenesulfonamide; 

2,6-difluoro-4-[1-(3-cyanophenyl>-3-(difluoromethyl)-1 H-pyrazo!-5-yljbenezenesulfonamide; 

2,6-difluoro-4-[1-(4-cyanophenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yijbenezenesuffonamtde; 

2,6-difluoro-4-[1-(3-trifluoromethyl^^ 

2.6<lifluoro-4-[1-{4-trif!uoromethylphe^^ 

2,6<lifluoro-4-[1-(3-trifluoromethoxyphen^^ 

2,6-difluoro-4-[1-(4-trifluoromethoxypheny^ 

2,6-difluoro-4-[1-(3,4-dichlorophenyl)>3-(difluoromethyl)>1H-pyra2ot-5-yl]ben 

2,6-difluoro^1-(3 l 4-dibromophenyl)-3-^ 

2,6<lifluoro-4-[1-(3,4-difluorophenyl)-3-^^ 

2.6-difluoro-4-[1 -(3,5-dichlorophenyl)-3-(difluoromethy!)-1 H-pyrazol-5-yl)benezenesulfonamide; 
2,6-difluoro^41-(3 t 5-dibromophenyl)-3^ 
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2.6-difluoro-4^1-(3,5-difluorophenyl)^ 
2.6-difluoro-4-[1-(3,4-dimethylph 

2.6-difluoro-4-[1-(3,5-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-y!]ben 
2'6-difluoro-4-[1-(3-methyl-4-chlo™^ 
2.6-difluoro-4-[1-(4-methyl-3^hloropte^ 
2^6-difluoro-4-[1-(3-methyl-4-fluoro^ 

2^6-aitluoro-4-[i-(4-fiieLhyl-34luorophenyl)-3-(difluoromethyl)-1H-pyrazo!-5-y!]be 

2.6<fifluoro-4-[1-(3-methyl-4^bro^ 

2!6<Jif!uoro-4-[1-(4-methyl-3-brom 

2.s-difluoro-4-[i-(3-meihyl-4-^ 

2^6'dif!uoro-4-[1-(4-methyl-3^rifluoromethylphenyl)-3-(difluoromethyl)-1H-pyrazo 

2!6-difiuoro-4-[1-(3-methyl-4-t^ 

2.6<Jifluoro-4-[1-(4-methyl-3-t^ 

2!6-difluoro-4-[1-(3<;yano-4-methy^ 

2!6-difluoro-441-(4^yano-3-methylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-ylIbenezen 

2,6-difluoro-4-[1-(3^hloro-4-meth^ 

2 t 6-difluoro-4-[1-(4<:hloro-3-meth^^ 

2*6-difluoro-4-[1-(2-methylpyridi^^ 

2^6-difluoro-4-[1-(2-methylthiazoM^^ ' 
2^6-dif 1uoro-4-[1 -(4-methyltto 

2!6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu 
2 f 6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethy!)-1H-pyrazol-5-yl]ben 
2,6-difluoro-4-[1 -(3-pyridinyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2i6-difluoro-4-[1 -(5-methylpyridin-3-yl)-3-(difluoromGthyl)-1H-pyrazol-5-yl]bene2enesulfonamide; 
2!6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(dtfluoromethyl)-1H-pyrazol-5-yl)benezen 
2,6-drfluoro-4-[1 -cyclohexyl-3-(difluoromethyl)-1 H-pyrazol-5-yi]beriezenesulfonamide; 
2,6-difluoro-4-[1 -cyciopentyl-3-(difluoromethyl)-1 H-pyrazo]-5-yl]benezenesulfonamide; 
2 ( 6-difluoro-441-phenyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2 s 6-difluoro-4-[1-(3^hlorophenyO 

2,6-difluoro-4-[1-(4K;hlorophenyl)-3-(tmiuoro)*1H-pyrazol-5-yl]benezenesutfonami 
2,6-dmuoro-441-(3-bromophenyl)-3-(trm^ 

2 f 6-difluoro-4-[1-(4-bromophenyl)-3-(trifluoro)-lH-pyrazol-5-yl]benezenesulfo^ 
2.6-difluoro-4-[1-(3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yllbenezenesulfonamide; 

2,6-difluoro-4-[1-(4-fluorophenyO 
2,6-difluoro-4-[1-(3-methylphenyl^^ 

2 l 6-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezenesulfonamide; 

2,6-difluoro-4-[1-(3<;yanophenyl)-3-(trifl^^ 

2 ; 6~difluoro-4-[1-(4^yanophenyl)-3-(t^ 

2,6-difluoro-4-[1-(3-trifluorometo 

2,6<lifluoro-4-[1-(4-trif!uoromet^ 

2 ; 6-difluoro-4-[1-(34rifluoromethoxy^^ 

2 ! 6-dtfluoro-4-[1-(44rifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5^ 

2 ; 6-difluoro-4-[1-(3,4-dichlorophenyiV3Htrifluoro)-1H-pyrazol-5-yl)benezenesulfonamide; 

2 } 6-difluoro-4-[1-(3 l 4-dibromophenyl)-3-(tritluoro)-1 H-pyrazo!-5-yl]benezenesulfonamide; 

2 ? 6-difluoro-4-[1-(3,4-difluorophenyl)-3-{trifluoro)OH-pyrazol-5-yl]benezenesulfonamide; 

2,6-difluoro-4-t1-(3,5-dichlorophenyi)-3-(trifluoro)-1H-pyrazol-5-yl)benezenesulfonam 

2.6-difluoro-4-[1-(3,5-dibromophenyl)-3-(trinuoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2.6-ditluoro-4-[1 -(3,5-difiuorophenyl)-3-(trifluoro)-1 H-pyrazcJ 5-y!]benezenesulfonamide; 

2 : 6-difluoro-4-[1-(3,4-dimethylph^^ 

2 ; 6-difluoro-4-[1-(3 f 5-dimethylphe^ 

2 ! 6-difluoro-4-[1-(3-methyl-4-chlorophenyl)-3 (trifluoro)-l H-pyrazol-5-yl]benezenesulfonamide; 

2 s 6-dmuoro-4-[1-(4-methyl-3K:hlorophenyi)-3-(trifluoro)-1HiDyrazol-5-yl]bene 

2,6-dif iuoro-4-[1 -(3-methyl-4-fl^ 

2,6-difluoro-4-[1-(4HTiethyl-3-fluoro^ 

2 ! 6-difluoro-4«[1-(3-methyl-4-bromophenyl)^^ 

2 t 6<iifluoro-4-[1-(4H7iethyl-3-bromophe^^ 

2.6-difluoro-441-(3-methyl-4^ 

2,6-difluoro-441-(4«methyl-3-trifluoro^ 
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2 ; 6-difluoro-4-[1 

2,G-difluoro-4-[1 -(4-metfr^ 

2..6-difluoro-4-[1 -(3-cyano-4-m^ 

2,6<iifli'oro-4-[1-(4<;yano-3-methylph^^ 

2 ! 6-difluoro-4-[1-(3-chloro^-metho^^ 

2,6-difluoro-4-[1-(4-chloro-3-m^ 

2,6<lifluoro-4-[1-(2-methylpyr^ 

2,6<Jifluoro-4-[1-(2-methylthiazoM^^ 

2,6<lifluoro-4-[1-(4-methy!thiazoN^ 

2,6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol^ 
2 l 6-di7luoro-4-[1 -(2-methylpy^ 
2 : 6-difluoro-4-[1-(3^yridinyl)-3-^ 

2,6-difluoro-4-[1-(5-methy!pyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benez 
2,6-difluoro-4-[1-(2-methylpyridin-3-yl)-3-(triflupro)-1H-pyrazol-5-yl]benezen 
2 > 6-difluoro-441-cyclohexyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonami^ 
2,6-difluoro-4-[1 -cyclopentyl^ 

2,6-d(fluoro-4-[1-phenyl-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide^ 
2,6-difluoro-4-[1 -(S-chlorophenyl^S^trifluoroJ-l H-pyrazol-5-yl]benezenesulfonamide; 
2 t 6-diF!uoro-^ 

2,6-difluoro-4-[1-(3-bromopheny1)^ 

2,6-difluoro-4-[1 -(4-bromophenyl)-3-(trifluoro)-lHiDyrazol-5-yl]benezenesuffonarnide; 
2,6<imuoro-4-[1-(3-fluorophenyl)-3-^ 

2 f 6-dmuoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,6-difluoro-4-[1 -(3-methylphenyl)-3-(trmuoro)-1H-pyrazol-5-y!]benezenesulfonamide; 

2,6<!ffluoro-4-[1-(4-methylpheny!)-3-^ 

2,6^ifluort>-4-[1-(3^yanoph9nyl)-3-ft^^^ 

2,6^ifluoro-4-[1-(4K:yanophenyl)-3^ 

2 > 6-dmuoro-441-(34rifluoromethylphenyl)-3-(trifluoro)-1H>pyrazol-5-yl]benezenesulfon 
2,6-difluoro-4-[1-(44rffluoromethylph^^ 

2,6<lifluoro-4-[1-(34rifluorom^ i 
2,6-dmuoro-4-[1-(44rffluoromethoxyphe^ 

2,6-dlfluoro^-[1-(3 4 4-dich!oropheny!)-3-(trmuoro)-1H-pyra2o!-5-yl)benezenesulfona^ 

2,6<Jifluoro-4-[1-(3,4-dibromophenyl)-3^ 

2,6-dif)uoro^-[1-(3/l-difluorophenyI)^ 

2 I 6-difluoro-4-[1-(3 t 5-dichlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl)benezenesuifonam 

2,6-difluoro-4-[1-(3 > 5-dibromopheny!)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2 l 6-difluoro-4-[1-(3,5>difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-ylJbenezenesulfonamide; 

2 l 6-difluoro-4-[1-(3 ( 4-djmethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonami^ 

2,6-difluoro-4-[1-(3 t 5-dimethylpte^ 

2 I 6-difiuoro-4-[1-(3-methyl-4<;N^ 

2,6-difluoro-4-[1 -(4-methyl-3-chlorophenyl)-3-(trifluoro)- 1 H-pyrazol-5-yl)benezenesulfonamide; 
2,6-diffuoro-4-[1 -(3-methyl-4-^ ' 
2,6<iifluoro-4-[1-(4-methyl^ 
2,6-difluoro-4H>(3-methyl-4-bro^ 

2,6-difluoro-4-[1 -(4-methyl-3-bromophenyl)-3-(irifluoro)-1 H-pyrazol-5-yl)benezenesulfonamide; 

2,6<iifluoro-4-[1-(3-methyl-4-trifluo^ 

2,6-dinuoro-4-[1-(4-methyl-34rffl^^ 

2,6<iifluoro-4-[1-(3-methyl-4-trifl^ 

2,6-difiuoro-4-[1 -(4-methyl^^ 

2,6<iifiuoro-4-[1-(3^yano-4-methylphe^^ 

2,6<fifluoro-4-[1-(4^yano-3-methylpte^ 

2 t 6-difluoro-4-[1-(3K2h1oro-4-methoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu 

2,6^ifluoro-4-[1-(4<>hloro-3<nethoxy^ 

2,6^if Juoro-4-[1 -(2-methylpyridi^ 

2,6<iifluoro^-[1-(2-methylthiazoU^^ 

2,6<lifluorT>-4-[1-(4-methylthia^ 

2,6-difluoro-4-[1-(2^ethyIpyridin-3-y^^^ 

2,6<lifluoro-4-[H2^ethylpyridin-3-yI)-3-(trifluoro)-1H-pyrazol-5-yl]benezenes 



15 



EP 1 251 126 A2 



2,6-difluoro-4-[1 -(3-pyri^ 
2,6-difluoro-4-[1 -(5-methy^ 

2.6-difiucro-4-[1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazo!-5-yl]benezenesu!fonamide^ 

2.6-difluoro-4-[1 -cyclohexyl-3 -(trif luoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2,6-difluoro-4-f1 -cyclopenty!-3-(trifluoro)-1 H-pyrazol-5-yl)behezenesulfonamide; 

5-phenyl-1-[3.6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-!H>pyrazole; 

5-(3-chloro-5-methylphenyl)-1-[3 : 6^ 

5-(3,6-difluoro-5-methylphenyl)-1^ 

5-(3-chlorophenyl)-1-[3,6<iifiuoro-4-(^^ 

5-(4-chlorophGnyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 
5-(3-bromophenyl)-1-[3,6-difluoro-4-(m^ 
5-(4-bromophenyl)-1-[3,6<iifluoro^ 
S-^.e-difluorophenylH-^.S^ifluoro^^^ 

5-(4-fluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyI]-3-(trifluoromethy 

5-(4-methylphenyl)-H3,6-difluoro-^ 

5-(3-methylphenyl)-1-[3,6-difluoro^ 

5-(3-bromo-5-methylphenyl)-1-[3 ; 6-dm 

5-(3,4-dichlorophenylH-(3,6-difluo^^ 

S-tS^ibromophenyO-l-^.e-difluoro^^ 1H-pyrazole; 
5-(3,4klifluorophenyl)-1 -[3,6-difluoro-4-(methylsulfonyl)pheny1]-3-(trifluoromethyl)-1 H-pyrazole; 
5-(3,5-dichlorophenyl)-1-[3 t 6-difluoro-4-(m^ 
S-fS.S-dibromophenylJ-l-p.e-difluoro^ 

5-(3,6-difluorophenyl)-1-[3,6-difluoro-4-{methylsulfonyl)phenyl]-a-(trifluoromethyl)-1H 

5-(3-chloro-4-fluorophenyl)-1-[3,6-dif!^^ 

S-^-chloro^-methylphenyO-l-^e-dffl^ 

^3-brGniG-4-methylpheny!)-1-[3,6-d^ 

5-(3,6-difluoro-4-methylphenyl)-1-{3^ 

5-(3,4-dimethylphenyl)-1-[3,6-dif^ 

5-(4-trlfluoronf?ethoxyphenyl)-1-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 
5-(3-methyl-4-trifluoromethoxyp^ 

5-(4-methyl-34rifluoromethoxyphenyl)-H3.6-difiuoro^-(methylsulfonyl)phen 

5-(^methyl-3-trifluoromethoxyphenylH 

5-(3-cyano-4-methylphenyl)-H3 f 6-difluoro^ 

5-(4-cyano-3-methylphenyJ)-1-[3,6<iffl^ 

5-(3-cyanophenyl)-1-[3,6-difluoro-4-(met^ 

5-(4<yanophenyl)-1-[3,6-difluoro-4-(m^ 

5-(3^hloro^ : methoxyphenyl)-1-[3,^ 

5-(4<htoro-3-methoxyphenyl)-1-[3,6-di^^ 

5-(2-methylpyridin-6-yl)-H3^^ 

5-(2-methylthiazol-4-yl)-1-[3 ; 6-di^^^ 

5-(4-methylthiazol-2-yl)-1-[3 s 6^ 

5-(2-methylpyridin-3-yl)-^ 

5-(2-me{hylpyridin-3-yl)-H3 ; 6-dif!^^ 

5-(3-pyridinyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 
5-(5-methylpyridin-3-yl)-H3.6-din^ 
5-(2-methylpyridin-3-yl)-1-(3 : 6-difluo^ 
3<;yclohexyl-1-[3 : 6-diriuoro-4-(mel^ 

3-cyclopentyl-1-[3,6-difluoro-4-(methylsulfonyl)phenyi]-3-(trifluorom 

5-phenyl-1 -[3,6-difiuoro-4-(methyisulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

5-(3-chlorophenyl)-1-[3,6-difluoro-4-(m^ 

5-(4H C hlorophenyl)-1-{3 > 6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuorom 
5-(3-bromophenyl)-l-[3,6-difluoro-4-(mem^^ 

5-(4-bromophenyl)-1.[3,6.difiuoro.4-(methylsutfonyl)phenyl]-3-(difluorometh 

5-(3-fluorophenyl)-1 -P.e-difluoro^-tmethylsulfonyOphenylJ-S^difluoromethyO-l H-pyrazole; 

5-(4-fluorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)pheny!]-3-(difluoromethy0 

5-(3-methylphenyl)-1.[3 t 6-dmuoro-4-(methylsulfonyl)pheny0-3-(difluoromethy^ 

5-(4-methylphenyl)-1-[3,6-difluoro^-^ 

5-(3-cyanophenyl)-1-[3,6-difluoro-4^ 
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5-(4-cyanophenyl)-1-[3 : 6-difluo^ 

5-(3-triJluoromethylphenyl)-1-[3.6-diflu^^ 

5-(4-trifluoromethy!phenylH 

5-(3-trifluoromethoxyphenyl)-1-[3.6^^ 

5-(4-trifluoromethoxyphenyl)-1-(3 : 6^ 

S-^-dichlorophenylH-^e-diN^ 

5-(3 : 4-dibromophenyl)-1-[3 ; 6-difluoro-4-(methylsulfonyl)phenyl]-3-(ditluoromethy0 

S-CSAdifluorophenylVHS^ifluo^^ 

5-(3,5-dichlorophenyl)-H3,6-difluoro-4^^ 

5-(3,5-dibromophenyi)-1-[3 } 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorometh 

5-(3,5-difluorophenyl)-1-[3,6<iifluoro-4-(^^ 

5-(3 ; 4-dimethylphenyl)-1-[3,6-difluoro^ 

5-(3 ! 5-dimethylphonyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-^ 

5-(3-methyl-4-chlorophenyl)-1-[3 t 6-difluoro-4-(methylsulfonyl)phenyl]-3-(di^^^ 

5-(4-methyl-3-chlorophenyl)-1-[3,6-difluoro-4-(methylsulfonyl)phenyl|-3-(difluo 

5-(3-methyl-4-fluorophenyl)0-[3,6-djfluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 

5-(4-methyl r 3-fluorophenyl)-1-[3,6<Jm 

5-(3-methyl r 4-bromophenyl)-1-[3^^ 

5-(4-methyl , -3-bromophenyl)-1 -p.e-difluoro^^methyisulfonylJphenylJ-S-fdiriuoromethyO-l H-pyrazole; 
5-(3-methyl-4-trifluoromethyiphenyl)^^ 

5-(4-methyl-3-trifluoromethylphenylH 
5-(3-methyl-4-trifluorometho>cypheny0 
5-(4-methyl-3-trifluoromethoxyphenyl)-H^ 

5-(3^yano-4-methylphenyl)-1-[3 ( 6-difluoro-4-(methylsutfonyl)phenyl]-3-(difluorom 

5-(4-cyano-3-methylphenyl)-1 ^.e-difluoro^^methylsuIfonyOphenyll-S-tdifluoromethyO-IH-pyrazole; 

5-(3^hioro^-methoxyphenyi)-1-[3 ? 6-difluoro-4-(m 

5-(4^hloro-3-methoxyphenyl)-1-[3,6-difluoro-4-(m 

5-(2-methylpyridin-6-yl)-1-[3 : 6^^ 

5-(2-methylthiazol-4-yl)-1-[3,6-drfl^ 

5-(4-methylthiazol-2-yl)-1-[3,6-difluoro-4^^^ 

5-(2-methyfpyridin-3-yl)-1-[3 : 6-^^ 

5-(2-methylpyridin-3-y!)-1-[3 t 6-difluoro^ 1H-pyrazole; 

5-(3-pyridinyl)-1-[3 ; 6-difluoro-4-(m^ 

5-(5-methylpyridin-3-yl)-1-[3 ; 6-difluoro^ 

5-(2-methylpyridin-3-yl)-H3 : 6-difluoro-4-(^^ 

5<:yclohexyl-1-[3,6<lifluoro-4-(met^ 

5-cyclopentyl-1 -[3^-difluw-o^ 

1 -phenyl«5-[3,6-difJuoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole; ' . 

1 -(3<:hlorophenyl)-5-[3,6-di^ 

1-(4^hiorophenyl)-5-[3,6<lifluoro-4-(m^ 

1-(3-bromophenyl)-5-[3,6-difluoro-4-(methylsuifonyl)phenyl]-3-(trffluorometh 
1-(4-bromophenyl)-5-[3,6-difluoro-4-(melhylsulfonyl)phenyl)-3-(trHluoromethyl)-1 H-pyrazole; 
1-(3-fluorophenyl)-5-[3,6-difluoro-4-(met^ 
1-(4-fluorophenyl)-5-[3 ; 6-difluoro-4-(met^^ 

1-(3-methylphenyl)-5-[3,6-diflucro-4-(methylsutfonyl)phenyI] -3-(trifluoromethyl)-1 H-pyrazole; 

1-(4-methylphenyl)-5-[3,6-ditlucro-4-(m 

1-(3^anophenyl)-5-[3 s 6-difluoro-4-(met^ 

1-(4-cyanophenyl)-5-[3 f 6-difluoro^-(metty^^ 

1-(3-trifluoromethylphenyl)-5-[3 6-difluoro-4-(methylsuiforryi)phenyij-3-(trif!uoromethyi)-1 H-pyrazoie; 
1 -(4-trifluoromethylphenyl)^ 

1-(3-trifiuoromethoxyphenyl)-5-[3 T 6-difl^ 1 H-pyrazole; 

1-(4-trifluoromcthoxyphcnyl)-5-[3.6-difluoro-4-(mcthylsulfonyl)ph 

1-(3,4-dichlorophenyI)-5-[3,6-difluoro^-^ 

1-(3 s 4«dibromophenyl)-5-[3 ; 6-difluoro-4H^ 

1-(3,4-difluorophenyl)-5-[3 s 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trffluoromethyl) 
HS.S-dichlorophenyO-S-tS^-dtftuoro^-fmethy^ 
1-(3,5-dibromophenyl)-5-[3,6-difluoro-4-(met^ 
1-(3,5-difluorophenyl)-5-[3,6-difluoro-4-(m^ 
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1-(3AdinHethylphenyl)-5-[3,6-tiif!uoro-^^^ 
1-(3,5-dimethylphenyl)-5-[3,6-difluoro-4-(m 

1-(3-methyl-4-chlorophenyl)-5-[3.6-dm^ 1 H-pyrazole; 

l-^-methyl-S-chlorophenylJ-S-p^-dtf^^ 

1-(3-methyl-4-fluorophenyl)-5-^ 1 H-pyrazole; 

1-(4-methyl-3-fluorophenyl)-5-[3 ; 6-difluoro-4-(methylsulfonyl)phenyl]"3-(tn^ 

1-{C-iTiGthy!-4 brc^cphcnyl)-5-[3 : 6-difluoro-4-(methyisulfonyl)phenyl]-3-(trrfluoromethyl)-l^ 

1-(4-methyl-3-bromophenyl)-5-[3^ 

1-(3-methyl-4-trifluoromethylpheny^ 

1-(4 methyl 3 tr;f!i;crcrncthylphenyl)-5^ 1 H-pyrazole; 

1-(3-methyl-4-triffuoromethoxyphenyl}-^^^ 

1-(4-methyl-3-trifluoromethoxyphenyl^ 

1-(3-cyano-4-methylphenyl)-5-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluo 

1-(4-cyano-3-methylphenyl)-5 - [3,6-difluoro-4-(methylsulfonyi)phenyi] -3-(trifluoromethyi)-1 H-pyrazole; 

1-(3-chloro-4-methoxyphenyl)-5-[3,6-di 

l-(4-chloro-3-methoxyphenyl)-5-[3,6-difl^^ 

l-(2-methylpyridin-6-yi)-5-[3 : 6-dffluor^^ 

1-(2-methylthiazol-4-yl)-5-[3,6-dlfl^ 

1 -(4-methylthiazol-2-yl)-5-[3 1 6-difluoro-4-(methylsulfonyl)phenyl]-3^lrifluoromethy!)- 1 H-pyrazole; 
1-(2-methylpyridin-3-yl)-5-[3,6-dmuoro-^^^ 1 H-pyrazole; 

1-(2-methylpyridin-3-yl)-5-[3.6-difluoro-4-(m H-pyrazole; 
1 -(3-pyridinyl)-5-[3 t 6-difluoro-4-(methy!sulfonyl)phenyl] -3 -(trif I uoromethy I)- 1 H-pyrazole; 
1-(5-methylpyridin-3-yl)-5-[3,6-difluoro 

1-(2-methylpyndin-3-yl)-5-[3.6-difluoro-4-(m H-pyrazole; 

1-cyclohexyl-5-[3,6-difluoro-4-{methy^ 

1-cyclopentyl-5-[3,6-difluoro-4-(methyisuK 

1-phenyl-5-[3,6-dlfluoro-4-(methylsulfonyl)phenyl]-3-(difiuoromethyl)-1 H-pyrazole; 

1-(3-chlorophenyl)-5-[3 ) 6-dlfluoro-4-(methylsulfony!)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

1-(4-chlorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazo 

1-(3-bromophenyl)-5-[3,6-difluoro-4-(methy^ 

1-(4-bromophenyi)-5-[3,6-difluoro-4-(m 

1-(3-fluorophenyl)-5-[3.6-difluoro-4-(methylsulfonyl)phenyl)-3-(difluorometh^ 
1-(4-fluorophenyl)-5-[3,6-difluoro-4-(mett^ 

1-(3-methylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyO-1H-p 

1-(4-methylphenyl)-5-[3,6-difluoro-4-(meto 

1-(3-cyanophenyl)-5-[3,6-difluoro-4-(methyls^ 

1-(4-cyanophenyl)-5-[3,6-difluoro-4-(met^ 

1-(3-trifluoromethylphenyl)-5-[3,6-difl^ 

1-(4-trifiuoromethylphenyl)-5-[3,6-^^^^ 

1-(3-trifluoromethoxyphenyl)-5-^ 

1-(4-trifluoromethoxyphenyl)-5-(3,6-difluoro 1 H-pyrazole; 

1 -(S^-dichlorophenylJ'S-tS.e-difluoro^-^ethylsulfonyOphenyl] -3-(difluoromethyl)- 1 H-pyrazole; 

1-(3,4-dibromophenyl)-5-[3,6-difluoro-4-(m 

HS^-difluorophenylJ-S-tS.e-difluoro^-t^ 

l-(3,5-dichlorophenyl)-5-[3,6-difluoro-4-(m 

1-(3 ( 5-dibromophenyl)-5-[3,6-difluoro-4-^ 

l-^.S-difluorophenyO-S-^.e-difluoro^-tme^ 

1-(3.4-dimethylphenyl)-5-[3,6-difluoro^ 

1-(3,5-dimethylphenyl)-5-[3,6-difluoro 

1-(3-methyl-4-chlorophenyl)-5-[3^ 

1-(4-methyl-3-chlorophenyl)-5-[3,6-dm 

1-(3-methyl-4-fluorophenyl)-5-f3 ! 6-difluoro-4-(mGthylsulfonyl)phenyl]-3-(dlfluorom 
1-(4-methyl-3-fluorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluorom 
1-(3-methyl-4-bromophenyl)-5-(3,6-difluoro 

1-(4-methyl-3-bromophenyl)-5-[3 ) 6-dtfluoro-4-(methylsulfonyl)phenyl]-3- 
1-(3-methyl-4-trifluoromethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phen 
1-(4-methyl-3-trlfluoromethylphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)ph 
1-(3-methyl-4-trifluoromethoxyphenyl^ 
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1 -(4-methyl-34rif!uoromethoxy^^ 
1 -(3-cyano-4-methy!phenyl)-5-^ 
1-(4-cyano-3-methylphenyl)-5-[3^ 

1-(3-chloro-4-methoxyphenyl)-5-[3.6-difluoro-4-(methylsulfonyl)pheny!]-3-(dift^ 

1-(4<;hloro-3-methoxyphenyl)-5-[3 t 6-difluoro-4-(methylsulfony!)phenyn-3-(diflu^ 

1 -(2-methy1pyridin-6-y!)^ 

1-(2-metKylthiazol-4-yl)-5-[3.6^ 

1-(4-methylthiazoi-2-yl)-5-[3,6-dtf^^^ 

1-(2-methylpyridin-3-yl)-5-f3 : 6-difluoro-4-(methylsulfonyl)phenyl]>3-(dm 
1-(2-methylpyridin-3-yl)-5-[3 : 6-difl^ 

1 -(S-pyridinyO-S-fS^-difluoro^-imethylsulfonyOphenyll-S^difluoromethyO-l H-pyrazole: 

1-(5-methylpyridin-3-y!)-5-[3 : 6-difl^ 

1-(2-methylpyridin-3-yI)-5-[3 : 6-diflu^^^ 

1-cyclohexyl-5-[3,6-difluoro-4-(^^ 

1-cyclopentyl-5-[3,6-difluoro^-(me^ 

2 f 5-difiuoro-4-[1 -phenyl-3-(difluoromethyl)-IH-pyrazol-5-yl]benezenesulfonamide; 

2,5^muoro-4-[1-(3-chlorophenyl)-3-(din^^ 

2,5-difluoro-4-[1 -(4^hloroph^ 

2,5Hdiriuoro-4-[1-(3-bromophen^^ 

24-difluoro-4-[1-(4-bromophenyl)-3-(difto^ 

2,5<lffluoro-4-[1-(3-fiuorophenyl)-3-(difl^^ 

2,5-difluoro-4-[1 -(4-fluorophenyl)-3-(difluoromethyl)-1H-pyrazo!-5-yl]benezenesulfonamide; 
2,5<lifluoro-4-[1-(3-methylpheny!)-3-(^ 

2,5<lifluoro-4-f1-(4-methylphGnyl)"3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesu 

2 l 5-difluoro-4-[1-(3^anopheny!)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesutfonamide; 

2,5-difluoro-4-[1 -(4-cyanophenyl)-3-(difluoromethyl)-1 H-pyrazol 5 y!]bcr.czcncsii!fcnam:dc; 

2,5<imuoro-4-[1-(3-trifluoromethylphe^^ 

2,5<lrfJuoro-441-(4-trifluoromethy^^^ 

2,5-dmuoro-4-[1-(34rifiuoromethoxy^ 

2,5-difluoro-4-[1-{4<rifluoromethoxypte^ 

2,5<lifluoro^[1-(3,4-dichloropheny^ 

2 t 5-difluoro-4-[1-(34-dibromophenyl)-3-(difluoromethyI)-1H-pyrazol-5-yl]ben 
2 t 5-difluoro-4-t1-(3 l 4-difluorophenyl)-3-(difluoromethyl)OH-pyrazoi-5-yl)bene 
2 t 5-difluoro-4-[1-(3,5-dichlorophe^^ 

2,5-difluoro-4-[1-(3 f 5-dibromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam 

2 l 5-difluoro-4-[1-(3 ) 5-difluorophenyl)-3-(dffluoromethyi)-1H-pyrazol-5-yl)benezenesulfonamide; 

2 ? 5 -difluoro-4-[1-(3 ! 4-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezene 

2 } 5-difluoro-4-[1-(3.5-dimethy^^ 

2 f 5<lifluoro-4-[1-{3-methyl-4^hio™^^ 

2,5-difluoro-4-[1 -^-methyl-S^hlorophenyO-S^difluoromethyli-IH-pyrazol-S-yllbenezenesulfonamide; 

2 l 5^ifluoro-4-[1-(3-methyl-4-fluoro^ 

2,5-difluoro-4-[1 -(4-methy^ 

2,5-dif1uoro-4-[1-(3-methyl-4-bromopte^ 

2 f 5-difluoro-4-[1-(4-methyl-3-bromoph^^ 

2,5-difluoro-4-[1-(3-methy!-4-tri^ 

2,5-difluoro-4^1-(4-methyl-3-trifluoromethylphenyl)-3-(difluoromethyl)-1H^ 

2,5-difluoro-4-[1 -(3-methyl-4-^ 

2,5<Jifluoro-4-[1-(4-methyl-3-triN^^ 

2,5<fifluoro-4«[1-(3-cyano-4-methylpheny^ 

2,5-difluoro-4-[1-(4<;yano-3^ethylpheny0^^^ 

2,5<lifluoro-4-[1-(3^hloro^-meth^ 

2,5<lifluoro-4-[1 -(4<>hloro-3^em 

2,5-difluoro-4-[1-(2-methylpyridin-6-yl)-3-(diflyoromethyl)-1H-pyrazol-5-yI]beneze 

2,5-dmuoro-4-[1-(2-methytthiazol-4-y|)-3-^^^^ 

2,5<lifluoro-4-[1-(4-methylthiazol-2^^^ 

2,5<lifluoro-4-[1.(2-methylpyridin.3-yl)-3-(difluoromethyl)-1H.pyrazol-5-yi)benezen 
2,5<lifluoro-4-[1-(2-methy1pyridin-3-^ 

2,5-difluoro-4-[1 -(3-pyridiny!)-3-(difluoromethyl)>1 H-pyrazol-5-yl)benezenesulfonamide: 



19 



EP 1 251 126 A2 



2,5-difluoro-4-| 

2,5-difluoro-4-| 

2,5-difluoro-4- 1 

2,5-difluoro-4- 

2,5-difluoro-4-i 

2 : 5-difluoro-4- 

2,5-difiuoro-4- 

2,5-difluoro-4 

2,5-difluoro-4-; 

2 f 5-difiuufu-4-j 

2 s 5-difluoro-4-i 

2,5-difluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4-i 

2,5-difluoro-4-j 

2,5-difluoro-4-| 

2,5-difluoro-4 

2 t 5-difluoro-4 

2,5-difluoro-4 

2,5-difluoro-4-| 

2,5-dif!uoro-4 

2,5-difluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4 

2,5-difluoro-4-| 

2,5-difluoro-4H 

2,5-difluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4 

2,5-difluoro-4-| 

2,5-difluoro-4-| 

2,5-dlfluoro-4 

2,5-difluoro-4-| 

2,5-difluoro-4-| 

2,5-difiuoro-4 

2 t 5-difluoro-4-| 

2,5-difluoro-4>| 

2,5-difluoro-4-| 

2,5-difluoro-4-! 

2,5-difluoro-4-i 

2,5-difluoro-4 

2,5-difluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4-| 

2,5-dlfluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4 

?,5-difluoro-4-| 

2,5-difluoro-4 

2,5-difluoro-4 

2,5-difkioro-4 



1-(5-methylpyridin-3-yl)-3-(diriuorome^ 

1-(2-methy!pyridin-3-y!)-3 : (difluoromethyl)-1H-pyrazoi-5-yl]benezenesulfonamid 

1 -cyc!ohexy!-3-(difluorornethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1 -cyclopentyl-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-yl]behezenesulfonamide; 

1-(3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1 -(4-ch!orophenyl)-3-(trif}uoro)-1 H-pyrazol-5-y!]bcnczsnesu!fonamide; 

1-(3-bromophenyi)-3-(trifluoro)-1H-pyrazo!-5-yl]benezenesulfonamide; 

1 -(4-bromophenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1-(3-i;uorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1 -(3-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yi]benezenesulfonamide; 

1 -(4-methylphenyt)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1-(3-cyanophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1 -(4-cyanophenyl)-3-(trifluoro)-1 H-pyrazol-5-yiJbenezenesulfonamide; 

1-(3-trifluoromethylphenyI)-3-(trifluoro)-1H-pyrazol-5-yi]benezenesulfonamide; 

1-(44rifluoromethylpheny!)-3-(trinuoro)-1H-pyrazo}-5-yl)benezenesultonamide 

1-(3-trifluoromethoxyphenyl)-3-(trifluoro)-lH-pyrazol-5-yqbenezenesulfpn 

1-(4-trifiuoromelhoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfdnamide; 

I^S^-dichlorophenyO-S-ttrifluoroJ-IH-pyrazol-S-ylJbenezenesuffonarnide; 

1-(3 f 4-dibromophenyl)-3-(trifluoro)-1H-pyi^ol-5-yl]benezenesulfonamide; 

1 -(3 ? 4-difluoropheny!)-3-(trifluoro)-1 H-pyraz6l-5-yl]benezenesulfonamide; 

1-(3 ; 5-dichloropheoyl)-3-(trlfluoro)-1H-pyrazol-5-yl)benezenesutfonamide; 

1-(3,5«dibromophenyl)-3-(trif!uoro)-1 H-pyrazol-5-yl]benezenesutfonamide; 

1-(3,5-difluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesutfonamide; 

1-(3,4-dimethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benGzenesuIfonarnide; 

1-(3 r 5-d;methylphenyt)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1-(3-methyN4^hlorophenyl)-3-(trifluoro)-1HiDyrazol-5-yl]benezenesulfonamide; 

1-(4-methyl-3<:hlorophenyl)-3-(trifluoro)OHi3yrazoi-5-yl]benezenesulfonamide; 

1 -(3-methyl-4-f luorophenyO^-ftrifluoro)- 1 H-pyrazol-5-yl]benezenesulf onamide; 

1 -(4-methyl-3-fluorophenyl)-3-^ 

1-(3-methyl-4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1(4-methyl-3-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yllbenezenesulfonamide; 

1-(3-methyM-trifluoromethylphenyl)-3-(trffluoro)-1H-pyrazol-5-yl]benezenesultonamide; 

1-(4-methyl-3-trifluoromethy!phenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesuifonamide; 

1-(3-methyl-4-trifluoromethoxypheny0^^ 

1-(4-methyl-3~trifluoromethoxyphen^^^ 

1-(3^yano-4-methylphenyl)-3-(trifluoro)-iH-pyrazol-5-yI)benezenesulfonamide; 

1-(4-cyano-3*methylphenyl)-3-(trifluoro)-iH-pyrazol-5-yl]benezenesutfonamide; 

1-(3^:hloro^-methoxyphenyl)-3-(trjfluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1-(4-chloro-3-methoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesuifonamide; 

1 -(2-methylpyridin-6-yl)-3-(trifluoro)- 1 H-pyrazoi-5-yl]benezenesulfonamide; 

1-(2*methyithiazol-4-yi)-3-(trifluoro)-1H-pyrazoi-5-yl)benezenesuifonamide; 

1 -(4-methylthiazot-2-yl)-3-(trifluoro)- 1 H-pyrazol-5-yl]benezenesulfonamide; 

1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1 -(2HTiethylpyridin-3-yl)-3-(trif!uoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazo1-5-yl)benezenesulfonamide; 

1 -(5-methylpyridin-3-yl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesu!fonarrj:de; 

1-(2-methylpyridin-3-yl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

1 -cyclohexyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

1 -cyclopentyl-3-(trifiuoro)-1 H-pyrazol-5-yi]benezenesulfonamide; 



and the pharmaceutically-acceptable salts ; tautomers and prodrugs thereof. 



Thiophenes 



[0057] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 



20 



EP 1 251 126 A2 

of compounds of Formula I corresponding to Formula III: 



w 
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III 

wherein substituents X, n, R 7 . R 8 and R 9 have the same definitions and sub-delinitions as substituents X, n. R 1 , 
R 3 and R 2 , respectively, set forth above tor the compounds of Formula I, and the pharmaceuticaliy-acceptable salts, 
tautomers and prodrugs thereof. 

[0058] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula UIA: 
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35 wherein R 7 , R 8 and R 9 are as defined above, and the pharmaceuticaliy-acceptable salts, tautomers and prodrugs 

thereof. 

[0059] Within this subclass of compounds, an other preferred group of compounds, in addition to those embodiments 
previously described with respect to compounds of Formula I, consists of those compounds of Formula III wherein: 

4Q R 7 is cyciohexyl or phenyl, wherei n said cyclohexyl and phenyl may be optionally substituted with one, two or three 

radicals selected from halo, cyano.. C^-alkyl, C^-haloalkyl, C^-alkoxy, and C^-haloalkoxy; and 
R Q is a radical selected from hydrido : halogen, C^-alkyL C^-alkoxy. C 1 . 3 -alkylcarbonyl, C^-haloalkyl, and C^- 
alkoxycarbonyl. 

45 [0060] Within this subclass of compounds, another preferred group of compounds, in addition to those embodiments 
. previously described with respect to compounds of Formula I, consists of triose compounds of Formula HI wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or three 
radicals selected from methyl, difluoromethyl, trifiuorom ethyl, trifluoromethoxy, cyano, fluoro, chioro, bromo, ana 
50 methoxy; and 

R 8 is a radical selected from hydrido, chioro, fluoro, bromo, iodo, cyano, methyl, methoxy, methylcarbonyl, trifluor- 
omethyl, difluoromethyl, and methoxycarbonyl. 



[0061] Preferred species within this subclass include, but are not limited to: 

55 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-chlorophenyl)-4-[3,5-difluoro*4-(methylsulfony|)phenyl]thiophene; 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
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3-(3-brom6phenyl)-4-[3 : 5-difluoro-4-(methylsu!fonyl)pheny!]thiophene; 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(rnethylsutfonyl)phenyl]thiophene; 

3-(3-fluorophenyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]thsophene; 

3-(4-fluorophenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
5 S-fS-methyfphenyli^-^^-difluoro^-trnethylsulfonyOphenyllthiophene; 

•3-(4-methylphenyl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenylJthiophene; 

3-(3-Cyanophenyl)-4-[3 ; 5-difluoro-4-(methylsuIfonyl)phenyl)thiophene; 

3-(4-cyanophenyl)-4-[3 ! 5-djfluoro-4-(methylsulfonyl)phenyl)thiophene; 

3-(3-trifluoromethylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 
it 3-{4-iMfiuoromethylphenyl)-4-[3.5-difluoro-4-(methylsulfony!)phe 

3-(3-trifluoromethoxyphenyJ)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-trifluoromethoxyphenyl)-443 ! 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3,4-djchlorophenyl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyi]thiophene; 

3-(3 ! 4-dibromophenyl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]thiopnene: 
'5 3 -(3 : 4-difluorophenyl)-443,5-dif!uoro-4-(methylsulfonyl)phenyiJthiophene; 

3-(3 t 5-dichlorophenyl)-4-[3,5-difluoro-4-(iTiethylsulfonyl)phenyl]thiophene; 

3-(3,5-dlbromophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyt]thiophene; 

3-(3,5-dlfluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)thiophene; 

S-tS^-dimethylphenyO^-p.S-diriuoro^-tmethylsulfonylJphenylJlhiophene; 
20 3-(3,5-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-methyl-4-chtorophenyl)-4-[3,5-difluoro-4-(methylsu!fonyi)phenyl]thiophene; 

3-(4-methyl-3^:hlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-methyl-4-fiuorophenyl)-4-t3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-methyl-3-fluorophenyl)-4-[3 f 5-difluoro-4-(methyl6ulfonyl)pheny!]thiophene; 
25 3-(3-methyl-4-bromophenyl)-4-[3 p 5-drfiuoro^-(methylsulfonyl)phenyl]thiophene; 

3-(4-methyl-3-bromophenyl)-4-[3 l 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(3-methyl-44rifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)pheny!]thiophene; 

3-(4-methyl-34rifluoromethylphenyl)-4^ 

3-(3-methyl-44rifluoromethoxyphenyl)-4^3,5-difluoro^-(methylsulfonyl)phenyl] thiophene: 
30 3-{4-methyl-3-trifluoromethoxyphenyl)-4^3,5-difluoro^-(methylsulfonyl)pheny!]thi 

3-(3-cyano-4-methylphenyi)^-[3,5-difluoro-4-(methylsulfonyl)phenyI)thiophen 

3-(4-cyano-3-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyi]thiophene; 

3-(3-chloro-4-methoxyphenyl)^-[3 ; 5-difluoro^-(methylsulfonyl)phenyl]thiophene; 

3-(4-chloro-3-methoxyphenyl)-4-t3 ! 5-difluoro^-(methyisu!fonyI)phenyl]thiophen 
35 3-(2-methylpyridin-6-yl)-4-[3 : 5-drfluoro^ 

3-(2-methylthiazol-4-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(4-methylthia2ol-2-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(2-methylpyridin-3 : yl)-4-[3 ; 5-difluoro^-(methy!sulfonyl)phenyI]thiophene; 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro^-(methylsu!fonyl)phenyI]thiophene; 
40 S-fS-pyridinyO^-p.S-difluoro^^methylsulfonyOphenyllthiophene: 

3-(5-methylpyridin-3-yl)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]thiophene; 

3-(2HTiethy1pyridin-3-yl)-4-[3 ; 5-dif1uoro 

S-cyclohexyl^S.S-difluoro^-JmethylsulfonyOphenylJthiophene; 

3-cyclopentyl-4-(3,5-difluoro-4-(methylsu!fonyl)phenyl]thiophene; 
45 2,6-dlfluoro-4-[4-phenyl-3-th!ophenyl]benezenesulfonamide; 

2 1 6-difluoro-4-[4-(3-chlorophenyf)-3-thiophenyl]benezenesulfonarnide; 

2,6-difluoro-4-[4-(4-chlorophenyl)-3-thiophenyl]bene2enesulfonamide; 

2.6-djfluoro-4-[4-(3-bromophenyl)-3-thiophenyt]bcr)czcr.esulfonarrside; 

2 ; 6-difluoro-4-[4-(4-bromophenyl)-3-thiophenyl]benezenesulfonamide; 
50 2,6-difluoro-4-[4-(3-fluorophenyl)-3-thiophenyl)benezenesulfonamide; 

2,6-difluoro-4-[4-(4-fluorophenyl)-3-thiophenyl]benezenesulfonamide; 

2 t 6-difluoro-4-[4-(3-methylphenyl)-3-thiophenyl]bonezenGsulfonamide; 

2 ? 6-difluoro-4-[4-(4-methylphenyl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(3-cyanophenyl) ; -3-thiophenyl]benezenesulfonarnide; 
55 2,6-difluoro-4-[4-(4-cyanophenyl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(34nfluoromethylphenyl)-3-thiophenyl]benezenesulfonamide; 

2 ! 6-difluoro-4-[4-(4-trifluoromethylphenyl)-3-thiophenyl]benezenesutfonamide; 

2 f 6-difluoro-4-[4-(3-trifluoromethoxyphenyl)-3-thiophenyl]benezenesulfonamide; 
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2;6-difluoro-4-[4.(4-trif!uoromethoxyphenyl)-3-thiophenyl)bene7enesulfonamide; 

2,6-difluoro-4-[4-(3.4-dichlorophenyl)-3-thiophenyl)benezenesulfonamide; 

2.6-dif;uoro-4-[4-(34-dibromophenyl)-3-thiophenyi]bene2enesulfonamide; 

2 ! 6-difluoro-4-[4-(3.4-difluorophenyl)-3-thiophenyl]bene2enesu!fonamide; 

2 t 6-difluoro-4-f4-{3.5-djchloropheny!)-3-thiophenyilbenezenesuifonamide; 

2,6-difluoro-4-[4-(3.5-dibromophenyl)-3-thiophenyl]bene2enesulfonamide; 

2,6-difluoro-4-[4'(3.5-diftuorophenyl)-3-thiophenyl)b9ne2enesulfonamide;' 

2,6-difluoro-4-[4-(3.4-dimethylphenyl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(3.5-dimethylphenyl)-3-thiophenyl]bene2enesuifonamide; 

2 l 6-difluoro-4-[4-(3-methyl-4-chlorophenyl)-3-thiopheny!)bene2enesulfonamide; 

2,6-difluoro-4-[4-(4-methyl-3-chlorophenyl)-3-thiophenyl|bene2enesulfonamide; 

2,6-difluoro-4-[4-(3-rnethyl-4-fluorophenyl)-3-thiophenyl]bene2enesulfonamide; 

2,6-difluoro-4-[4-(4-methyl-3-fluorophenyl)>3-thiophenyl]bene2enesulfonamide; 

2,6-difluoro-4-[4-(3-methy!-4-bromophenyl)-3-thiophenyl]bene2enesulfonamide; 

2 1 6-difluoro-4-l4-(4-methy!-3-bromophenyl)-3-thiophenyl]bene2enesulfonamide; 

2,6<lifluoro-4-[4-(3-methyl-4-trifluorom 

2,6-diffuoro-4-[4-(4-methyl-3-trifluoromethylphenyl)-3-thiophenyl]benezenesulfonamide; 

2 l 6-difluoro-4-[4-(3-methyl-4-trjfluoromethoxyphenyl)-3-thiophenyl]benezenesulfonam 

2,6-difluorb-4-[4-(4-melhyl-3-lrinuoromelhoxyphenyl)-3-thiophenyl]bene2ene.sujfonamide^ , 

2,6-difluoro-4-[4-(3-cyano-4-methylphenyl)-3-thiophenyl]benezenesuIfonamide; 

2,6-difluoro-4-[4-(4-cyano-3-methylphenyl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4*[4-(3^hioro-4-methoxyphenyl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(4-chloro-3-methoxyphenyt)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(2-mGthylpyridin-6-yl)-3-thiophcnyl]benezenesulfonamide; 

2,6-difliJoro-4-[4-(2-methylthiazol-4-y!)-3-thiophenyl]benezenesulfonamide; 

2 r 6-difluoro-4-t4-(4-methylthia2ol-2-yl)-3-thiophenyl]benezenesulfonamide: 

2,6-difluoro-4-[4-(2-methylpyridjn-3-yf)-3-thiophenyl]bene2enesulfonamide; 

2 ) 6^ifluoro-4-[4-(2-methylpyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(3-pyridinyl)-3-thiophenyl]benezenesulfonamide; 

2.6-difluoro-4-[4-(5-methylpyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-(2-methylpyridin-3-yl)-3-thiophenyl]benezenesulfonamide; 

2,6-difluoro-4-[4-cyclohexyl-3-thiophenyl]benezenesulfonamide: 

2,6-difluoro-4-f4-cyclopentyi-3-thiophenyl1benezenesulfonamide; 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 

Isoxazoles 



[0062] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula IV: 




wherein substituents X, n, R 10 , R 11 and R^ have the same definitions and sub-definitions as substituents X, n, 
R 1 , R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceutically-acceptable 
salts, tautomers and prodrugs thereof 

[0063] Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 
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IVA and IVB: 



R 10 F 




O 
F 



IVB 

wherein R 10 : R 11 and R 12 are as defined above, and the pharmaceutically-acceptable salts, tautomers and pro- 
drugs thereof. 

[0064] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula IVC and IVD: 



24 



EP 1 251 126 A2 




rvc 




s- 

II 

o 




IVD 



and the pharmaceut.cally-acceptable salts, tautomers and prodrugs thereof. Preferably, (a) one fluoro radical is present 
at the 2-position and the other fluoro radical is present at the 5-position ; or (b) one fluoro radical is present at the 
2-positron and the other fluoro radical is present at the 3-position, or (c) one fluoro radical is present at the 3-position 
and the other fluoro radical is present at the 5-position. 
[0065] Preferred species within this subclass include, but are not limited to: 



2 ? 6-difluoro-4 
2.6-difluoro-4 
2,6-difluoro-4 
2,6-difluoro-4 
2 ; 6-difluoro-4 
2 ; 6-difluoro-4 
2,6-difluoro-4 
2 : 6-difluoro-4- 
2 ; 6-difluoro-4- 
2.6-difluoro-4- 
2 : 6-difluoro-4- 
2,6-difluoro-4- 



[3-phenyl-5-fluoromethylisoxa2oU4-yl]bene2enesulfonamide; 
-[3-(3-chlorophenyl)-5-fluoromethylisoxazol-4-yl]bene2enesuifonamide; 
-[3-(4-chloropnenyl)-5-fluoromcthy!isoxa2oI>4.yl]beue2enesu!fonamide! 
-[3-(3-bromophenyl)-5-fiuoromethylisoxa2of-4-yl]bene2enesutfonamide; 
[3-(4-bromophenyl)-5-fluoromethylisoxa20l-4-yl]bene2enesulfonamide; 
-f3-(3-fluorophenyl)-5-fluoromethylisoxa2ol-4-yl]bene2enesuIfonamide; 
[3-(4-fluorophenyl)-5-fluoromethylisoxa2oJ-4.y|Jbene2enesulfonamide; 
t3-(3-methylphenyl)-5 : fluoromethylisoxa2ol-4-ylJbene2enesulfonamide; 
-[3-(4-methylphenyl)-5-Yluorornethyltsoxa2oM-yl]bene2enesutfonamide; 
[3-(3-cyanophenyl)-5-fluoromethylisoxa2o!-4-yl]bene2enesutfonamide; 
•[3«(4^yanophenyl)-5-fluoromethylisoxa2ol-4-yl]bene2enesulfonamide; 
[3-(3-trifluoromethylphenyl)-5-fluoromethyIisoxazol-4-yl]bene2enesulfonamide; 



12S1126A2 J > 
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2.6-difluoro-4-[3-(4-trifluoro^ 

2.6-difluoro-4-[3-(3-trifiuorometho>cyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfon 

2,6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-fluoromethylisoxazol-4-y!lbenezenesulfon 

2,6-difluoro-4-[3-(3.4-dichlorophenyt)-5-fluoromethylisoxazol-4-yI)benezenesu!fona 

2.6-difluoro-4-f3-(3 ! 4-dibrom.ophenyl)-5-fluoromethylisoxazol-4-yl|benezenesulfonamide; 

2 l 6-difluoro-4-[3-(3,4-difluorophenyl)-5-fluoromethylisoxazo!-4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(3,5-dichlorophenyl)-54luoromethy!isoxazoM-y!]benezenesulfonamide; 

2.6-difluoro-4-[3-(3,5-dibromophenyl)-5-fluoromethylisoxazol-4-y|]benezenesulfonamide; 

2,6-difluoro-4-[3-(3,5-difluorophenyl)-54luoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(34-dimethylphenyl^ 

2,6-difluoro-4-[3-(3 1 5-dimethylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 
2.6-dif!uoro-4-[3-(3-methy!-4-chlorophenyl)-5-fluoromethylisoxazol-4-yJ]benezenesu!f^ 
2,6-difluoro-4-[3-(4-methyl-3-chlorophe^^ 
2,6-difluoro-4-[3-(3-methyl-4-fluorophenyO 

2,6-difluoro-443-(4-methyi-34iuorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesu!fonamide 
2 t 6-difluoro-4-[3-(3-methyl-4-brom 

2 1 6-dlfluoro-4-[3-(4-methyl-3-bromophenyl)-5-fluoromethylisoxazol-4-yI]benezenesulfonam 

2!6-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-5-fluoromethylisoxazol^ 

2,6-difluoro-4-[3-(4-methyl-34rHluoromelhylphenyl)-5-fluoromethyiisoxazoW-yl]ben 

2,6<iifluoro-4-[3-(3-methyl-4-trifluoro^ 

2,6-difluoro-4-[3-(4-methyl-3-trifluorom 

2,6-difluoro-4-[3-(3^yano-4-methylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfona 
2,6-difluoro-4-[3-(4^ano-3-methylphenyl)-5-flu^ 

2,6-difluoro-4-[3-(3^hioro^-methoxyphGnyl)-5-fluoromethylisoxazo(-4-yl]benezenesulfonam 

2,6-difIuoro^-[3-(4K5hloro-3-methoxyphenyl)-54luoromethylisoxazol-4^ 

2,6-difluoro-4-[3-(2HTiethylpyridin-6^^^ 

2,6-difluoro-4-[3-(2-methylthiazol-4-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfona 

2,6-difluoro-4-[3-(4-methylthiazol-2-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfon 

2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5^ 

2.6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamid 

2,6-difluoro-4-t3-(3-pyridinyl)-5--fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 t 6-difluoro-443-(5-methylpyridin-3-yl)-5-fluoromethyfisoxazol-4-yl]benezenesulfonam 

2,6<lif!uoro-4-f3-(2-methytpyridin-^^ 

2 : 6-djfluoro-4-[3-cyclohexyl-5-fluoromethylisoxazol-4*yl]benezenesutfonamide; 

2 ( 6-difIuoro-4-[3-cyclopentyl-5-fluoromethy!isoxazol-4-yl)benezenesulfonarnide; 

2,6-difluoro-4-[3«phenyl-5-difluoromethylisoxazo!-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-chloro-5-methylphenyl)-5-difluoromethylisoxazo!-4-yl]benezenesu 

2,6-difluoro-4-[3-(3-fluoro-5-methy!phe^ 

2,6-difluoro-4-[3-(3K;hlorophenyl)-5-diflu^^ 

2,6-difluoro-4^3-(4<:hlorophenyl)-5*difluoromethylisoxazol-4-yl]benezenesulfon 
2,6-difluoro-4-[3-(3-bromophenyi)-5-di^^ 

2,6-difluoro-4-[3-(4-bromophenyl)-5-difiuoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ! 6-difluoro-4-[3-(3-fluorophenyl)-5-difluoromethylisoxazol^-y!]benezenesullonamide; 

2,6-difluoro-4-[3-(4-ftuorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesultonamide; 

2,6-dlfluoro-4-t3-(4-methylphenyi)-5-difluoromethylisoxazol-4-yl]benezenesullonamid 

2.6-difluoro-4^3-(3-methylphenyl)-5-difluoromethylisoxazoi-4-yl]benezenesuttonamide; 

2,6-difiuoro-4-[3-(3-bromo-5-melhylphenyl)-5-difluoromethylisoxazol-4-yl]beneze^ 

2.6-difluoro-4-[3-(3,4-dichlorophenyl)0-dir:joromethy!isoxazol-4-yl]benezenesulfonam^ 

2,6-difluoro-4-[3-(3 ! 4-dibromophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2,6-difluoro-4*(3-(3,4-difluorophenyl)-5-dlfluoromethylisoxazol-4-yl]benezenesulfonam 

2.6-difluoro-4-[3-(3,5-dichlorophenyO^^ 

2,6<fifluoro-4-[3-(3,5-dibromopheny1)-5^^ 

2.6-difluoro-4-[3-(3 ; 5-difluorophenyl)-5-difiuoromethylisoxazol-4-yl]benezenesulfonamid^ 

2,6-diflu9ro-4-[3-(3K:h!oro-4-fluorophenyl)-5-dmuoromethylisoxazol-4«yl]benezenesulfonamide; 

2.6-dif!uoro-4-[3-(3<:hloro^-methylphenyl^ 

2,6-difluoro-4-[3-(3-bromo^-methylphe^ 

2 r 6-difluoro-4-[3-(3-fluoro-4-methylphenyl)-5-difluoromethylisoxazol^-yl]benezenesulfonamide; 
2.6-difluoro-4-[3-(3,4-dimethylphenyl)-5-difluoromethylisoxazoM-yl]benezenesutfonamide; 
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2.6-difluoro-4-[3-(4-trifiuorom 
2.6-difluoro-4-[3-(3-methyl-4^ 
2.6-difluoro-4-[3-(4-methyl-3-^ 
2.6<Jifluoro-4-[3-(3-trifluorome^ 

2.6-difluoro-443-(44rifluoromethylphenyl)-5-difluoromethylisoxazol-4-yi1bene2enesulfo^ 

2.6-difluoro-4-[3-(3-methyl-4^ 

2.6-difiuoro-4-[3-(4<nethyl-3-trifluoro^ 

2 ! 6<JifIuoro-4-[3-(3<;yano-4-methylpheny^^ 

2.6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2.6-difluoro-4-[3-(3-cyanophenyl)-5-difluoromethyiisoxazol^-vilbenezenesulfonamide; 

2.6-difluoro-4-[3-(4-cyanophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(3-chloro-4-methoxyphenyl)-5-difluoromethylisoxazol-4-yl]benez9nesulfon 

2,6-difJuoro-4-[3-(4-chloro-3-methoxyphenyl)-5-difluoromethyljsoxazol-4-yl]benezenesulf^ 

2.6-difluoro-4-[3-(2-methylpyridin-6-yl)^^^^ 

2 : 6-dif!uoro-443-(2-methylthiazol-4-yl)-5-diflJoromethylisoxazol-4-ylJbenezen^^ 
?,6-difluoro-4-[3-(4-methylt^ 

2,6-difluoro-4-[3-(2-methylpyridin*3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2 ! 6-difluoro-4-[3-(2-methylpyridin-3-y!)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6<Jifluoro-4-[3-(3-pyridinyl)-5Hjinuo^ 

2 I 6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-difluoromethyIisoxazol-4-yl)benezenesulfonamid 
2,6-difiuoro-4-[3-(2-methylpyridin-3-yl)-5^ 

3-phenyl-4-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3^htorophenyl)-4-[3,5-difJuoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyli^ 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(me^ 

3-(3-bromophenyl)-4-[3,5<iffluoro^-(methyls^^ 

3-(4-bromophenyl)-443,5-difluoro-4-(methyte 

3-(3-fluorophenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-hydro)cymethylisoxazole; 

3-(4-fiuorophenyl)^-[3 ) 5-difluoro^-(methy!sutfonyl)phenyl]-5-hydroxymethylisoxazoie; 

3-(3-methylphenyl)-4-f3,5-difiuoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyliso 

3-(4-methylphenyl)-4-[3 1 5-difluoro-4- , (methylsulfonyl)phenyO-5-hydroxymethylisoxa^ 

3-(3^yanophenyi)-4-[3.5-difluoro-4-(me^ 

3-(4-cyanophenyl)-4-[3,5-difluoro-4>(methylsulfonyl)phenyI]-5-hydroxymethylisoxazole: 

3-(3-trifluoromethylphenyl)-4-[3.5-diflu^^ 

3-(4-trifluoromethylphenyl)-4-[3.5-d'^ 

3-(34rifluoromethoxyphenylM-[3 : 5-difi^ 

3-(4-trifluoromethoxyphenylM43 : 5-dm^ 

3-(3,4-dichlorophenyl)-443,5-difluoro^-(m^^ 

3-(3,4-dibromophenyl)-4-[3 f 5-dif!uoro-4-(mem 

3-(3,4-difluorophenyl)-4-[3,5<lifiuoro-4-(m^ 

S-fS.S-dichlorophenylJ^^S^-difluoro^-tmethylsulfonyOphenyll-S-hydrcxymethylisoxazole; 
3-(3,5-dibromophenyl)-4-[3 l 5-difluoro-4-(m^ 

3-(3 t 5-difluorophenyl)^-[3,5-difluoro-4-(methylsulfonyi)phenyI]-5-hydroxymethylisoxazole^ 

3-{3,4-dimethylphenyl)^-L3,5-difluoro^-(methylsulfonyl)phenyl]-5-hydroxym 

3-(3,5-dimethylphenyl)-4-[3,5-dtfluoro^-(methylsulfonyl)phenyl]-5-hydroxy 

3-(3-methyl-4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyl^ 

3-(4-methyl-3-chlorophenyl)-4-[33-difluoro-4-(methylsu!fonyl)phenyI]-5-hydroxymemyH 

3-(3-melhyl-4-fluorophenyl)-4-[3 f 5-difluoro^ 

3-(4-methyl-3-fiuorophenyl)-4-[3,5-difluoro-4-(methylsuifonyl)phenyl]-5-nydroxymethylis 

3-(3-methyl-4-bromophenyl)-4-[3,5-difluoro^ 

3-(4-methy!-3-bromophenyl)-4-[3,5<nfluoro^^ 

3-(3-methyl-4-trifluoromethylpheny^ 

3-(4-mcthyl-3-trifluoromethytphenyl)^ 

3-(3^Tiethyk44rifluoromethoxyphenyl)-4^ 

3-(4-methyl-34rifluoromethoxyphenyl)-4^ 

3-(3K;yano-4-methyiphenyl)^-[3,5<lifluoro^-(^^ 

3-(4^yano-3-methylphenyl)^<3,5<lifluo^ 

3-(3^hioro-4-methoxyphenyl)^-[33-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymeth^^ 
3-(4^hloro-3-methoxyphenylM-[3,5-difluoro^ 
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3-(2-methylpyridin-6-yl)-4-[3 : 5-difluoro-4-(^ 
3-(2-methylthiazoi-4-yl)-4-[3 f 5-^ 

3-(4-methylthiazo!-2-yl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyli^ 

3-(2-methylpyridin-3-yl)-4-[35-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymeth^ 

3-(2-methylpyridin-3-y!)-443 : 5-difluoro-4-(methylsulfonyl)phenyll-5-hydroxyme^ 

S-^-pyndinylj^.p^-difluoro^-lmethylsulfonyOphenyll-S-hydroxymethylisoxazole; 

:,-(5- m ethyipyridin-3-yl)-4-[3 : 5-difl^^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5<lifluoro 

S-cyclohexyl^^S^-difluoro^^methylsulfonyOphenyll-S-hydroxymethylisoxazole; 

3-cyciopentyl-4-[3,5-difluoro-4-(methylsulfonyt)phenyl]-5-hydroxymethyHsoxaz 

3-phenyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyiisoxazole; 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-bromophenyl)-4-[3,5-djfluoro-4-(methytsulfonyl)phenyl)-5-fluoromethyiisoxazole; 

3-(4-bromophenyl)-443 f 5-difluoro-4-(methylsulfonyl)phenyl)-5-fluoromethyliso 

3-(34luorophenyl)^43,5-difluoro^-(methylsulfonyl)phenyl]-5-nuoromethyiisoxazole; 

3-(4-fluorophenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-methylphenyl)-4-[3,5-d}fluoro-4-(methylsulf.onyl)phenyQ-5-fluoromethylisoxazol^ 

3-(4-methylphenyi)-4-[3 f 5rdifluor3-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-cyanophenyl)^-[3 t 5-difluoro^-(methylsulfonyl)phenyih5-fluoromethylisoxazole; 

3-(4-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl] -5-fluoromethylisoxazole; 

3-(3-trifluoromethylphenyt)-4-[3,5-difto^ 

3-(44rifluoromethylphenyl)-4-[3,5-difl^ 

S-fS-trifluoromethoxyphenylH-p.S^ 

3-(44rffluoromethoxyphenyl)^-[3,5-difluor^ 

S-fS^-dichlorophenyO^-p.S-difluoro^-fm^ 

3-(3,4-dibromophenyl)-4-[3 f 5-difluoro-4-(m^ 

S^S^-difluorophenyO^-fS.S-difluoro^^methylsulfonyOphenyll-S-fluoromethylisoxazole; 

3-(3,5-dichloropheny1)-4-[3,5<Jifluoro^^ 

3-(3.5-dibromophenyl)-4-[3,5-dif]uoro 

3-(3 f 5-difluorophenyl)^-[3,5-difluoro-4-(methylsuifonyl)phenyl)-5-fluoromethylisox^ 
3-(3,4-dimethylphenyl)^-[33-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethy!isoxa^ 
3-(3,5-dimethylphenyl)-4-[3,5-difluoro^-(m^ 
3-(3-methyl-4K;hlorophenyl)-4-[3 t 5-difluoro-^^^ 

3-(4-methyl-3^:hlorophenyl)-4-[3 ! 5-difluoro-4-(methylsu!fonyl)phenytl-54luoromethyn 
S-^-methyM-fluorophenylM-p^-dif^ 
3-(4-methyl-3<!uorophenyl)-4-[3,5-difluoro-4^ 
3-(3-methyl-4-bromophenyl)-4-[3,5-difluoro^^ 

3-(4-methyl-3-bromophenyl)-4-[3 ! 5-difluoro-4-(methylsutfonyl)phenyl]-5-fluorQmeth 

3-(3-methyl-44rifluoromethylphen^^ 

3-(4-methyl-3-trifiuoromethylphenylH^^ 

3-(3-methyl-4-trifluoromethoxyphenyl)^^ 

3-(4-methyl-34rifluoromethoxyphenyt)^^ 

3-(3^yano-4-methylphenyl)-4-[3,5-difluoro-4-(m 

3-(4K;yano-3-methylpheny1)-4-^ 

S-^^hloro^-methoxyphenyO^-fS.S-difluoro^ 

3-(4<;hloro-3-methoxyphenyl)-4-[3,5-dtflu^^ 

3-{2-™.ethytpyridin-6-yl)-4-[3 : 5^ 

3-(2-methylthiazoM-yl)-4-[3,5-difluoro^-(m 

3-(4-methylthiazol-2-yi)-4-[3 s 5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(2-methylpyridin-3-yl)-4-[3 ; 5-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro^-(meto^^ 

3-(3i3yridinyl)-4-[3 t 5-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
S-fSHTtethylpyridin-S-yO^-fS^-difluoro^-t^ 

3-(2-methylpyridin-3-y!)-4-[3 : 5-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-cyclohexyl-4-[3,5-difluoro-4-(methylsulfony!)phenyl]-5-fJuoromethylisoxazole; 
3-cyclopentyl-4-[3,5-difluoro-4-(rnethylsuHony|)phenyl]-5-fluoromethylisoxazole; 
3-phenyl-4-t3.5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
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3-(3-ch!oro-5-methyfphenyl)-4^ 

3-(3-fluoro-5-methylpheny^ 
3-(3-chlorophenyl)-4-[3,5<lifluoro 
3-(4-ch»orophenyl)-4-[3,5-difluoro^ 
3-(3-bromophenyl)-4-r3,5-difluoro-4-(m^ 

3-(4"bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-5-difluoromethylisoxazoie; 
3-(3,5-difluorophenylM-[3,5-diflu^^ 

3-(4-fluorophenyl)^-[3,5-difiuoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxa2oIe; 

3-(4-methylphenyl)-4-[3,5<iifluo^ 

3-(3HTnethylphenyl)-4-[3,5<iifluo^ 

S-fS-bromo-S-methylphenylM-^S^ 

3-(3.4-dichlorophenyl)-4-[3,5-difl^ 

S-p^-dibromophenylH-p.S-difluoro^-fm^ 

3-(3,4-difluorophenyl)^-[3,5-difluoro-4-^ 

3-(3,5-dichlorophenyl)-443 f 5-difluoro^^ 

3-(3,5-dibromophenyl)-4-[3,5-difluoro-4-(^^ 

3-(3,5-difluorophenyl)^-[3,5-difluoro-4-(methylsulfonyl)pheny!]-5-d[fluoromethylisoxazo!e; 

3-(3-chloro-4-fluorophenylM-^ 

3-(3-chtoro-4-meihylphenyl)-4-[3^^ 

3-(3-bromo^-methylphenyl)-4-[3,5<iifl^ 

3-(3,5-difiuoro^-methylphenyl)-4-[3,5-difJ^^^ 

S-fS^-dimethylphenyO^S.S-difluoro^-lm^ 

3-(4-trifiuoromethoxyphenylH^3 l 5-djfiuoro^-(methylsulfonyl)phenyl]-5-drflu^^^ 

3-(3-methyl-4-trifluoromethoxyphenylM^^ 

3-(4-methyl-34rifluoromethoxyphenylM^^ 

3-(3-methyl-4-trifluoromethoxyphe^ 

3-(4-methyl-3-trifluoromethox^ 

3-(3^yano-4-methylphenyl)^-[3,5<lifluoro-4-(methylsutfonyl)phenyl]-5-difluorom 

3-(4<:yano-3-methylphenylM-[3,5-difluoro-4-(methyisutfonyl)phenyl]-5-diftuoromet^ 

3-(3^yanophenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazote 

3-(4<:yanophenyl)^-[3 t 5-difluoro^-(methyisulfonyl)phenyl]-5-dlfluoromethylisoxazole; 

3-(3K;hloro^-methoxyphenylM-[3,5^^ 

3-(4^hloro-3-methoxyphenytM-[3,5-difluo^ 

3-(2-methylpyridin-6-yf)-4-[3 : 5-dif!uoro^^ 

3>(2-methy!thia2ol^-yl)-4-[3 1 5-difluoro-4-(methylsulfonyl)phenyl]-5^ 
3-(4-methylthiazol-2-yl)-4-[3,5-difluoro-4-(m^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenylJ -5-difluoromethylisoxazole; 

3-(2-methylpyridin-3 -yl)-4-[3 t 5-difluoro-4-(methylsuIfonyl)phenyl] -5-difluoromethylisoxazole; 

3-(3-pyridinyl)-4-[3,5-difluoro-4-(methy!su!fonyl)phenyl)-5>difluoromethylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3 : 5-dif}uoro^ 

3-(2-methylpyridin-3-yl)-4-[35-difluoro^ 

S-cyclohexyl^-tS^-difluoro^^methylsulfonyOphenyll-S-difluoromethylisoxazole; 

3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromettiyiisoxazole; 

3-phenyl-4-[3,5-difluoro^-(methytsulfonyl)pnenyl]-5-methylisoxazole; 

3-(3-chlorophenyl)-4-[3,5;difluoro-4-(methylsuftonyl)phenyl]-5-methylisoxazole; 

3-(4-chlorophenyl)-4-[3 l 5*-difluoro-4-(methylsutfonyl)phenyl)-5-methylisoxazole^ 

3-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsuIfonyl)phenyl]-5-methylisoxazole; 

3-(4-bromophenyl)-4-[3,5<iifluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(3-fluorophenyl)-4^3 f 5-difiuoro^-(methyisulfonyl)phenyi]-5-methyiisoxfcuoie, 

3-(4-f!uorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl] -5-methylisoxazole; 

S-CS-methylphenyO^-p.S-difluoro^-fmethylsuifonyOphenyll-S-methyiisoxazole; 

3-(4-methylphenyl)-4-[3,5-difiuoro-4-(methyisu(fonyl)phenyi]-5-mcthyIisoxazole; 

3-(3-cyanophenyl)-4-[3 ( 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(4^yanophenyl)^-[3,5-difluoro-4-(methyIsuIfonyl)phenyl)-5-methylisoxazo!e; 

S-CS-trifluoromethylphenyiM-p^-difto^ 

3-(44rifluoromethylphenyl)^[3,5<lifl^^ 

3-(34rmuorometaoxyphenyl)^3,5-difluoro^ 

3-(4-trif!uoromethoxyphenylM^ 
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3-(3,4-dichlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methyIisoxa7oie; 

3-(3,4-dibromophenyl)-4-[3,5-difluoro-4-(methyisulfonyl)phenyl]-5-methylisoxazole; 

3-(3 : 4-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-5-methylisoxazol9: 

3-(3,5-dichlorophenyl)-443,5-difiuoro-4-(methylsulfonyl)phenyl]-5-methylisoxa2oie; 

3-(3,5-dibromophenyl)-4-[3,5<Jifluoro-4-(^ 

3-(3 t 5-difluorophenyl)-4-[3,5-difluoro-4-(methylsuifony!)pheny!)-5-methylisoxazole; 

3-(3,4-dimethy!pheny!}-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-methyl!Soxazole; 

3-(3,5-dimethylphenyl)-4-[3,5-difluoro-4-(m^ 

3-(3-methyl-4-chlorophenyl)-4-[3 ; 5-difl^^ 

S-^-methyl-S^hlorophenylM^S^ 

3-(3-methyl-4-fluorophenyl)-4-[3^^ 

3-(4-methyl-3-fluorophenyl)-4-[3,5-dm 

S-^-methyM-bromophenylH-p^in^ 

3-(4-methyl-3-bromophenyi)-4-t3 ! 5-difluoro-4-(methylsulfonyl)phenyI]-5-m 

3-(3-methyl-44rifluoromethylphe^ 

3-(4-methyl-34riffuoromethylpheny0^ 

3-(3-methyl-4-trifluoromethoxyphenyl)-4^3,5-difluoro-4-(methylsuifonyl)phe 

3-(4-methyl-3-trifluoromethoxypheny^^ 

3-(3-cyanb-4-methylphenyl)^-[3,5-diriuoro^ 

3-(4<^ano-3-methylphenyl)^-[3,5-difluoro-4-(methylsulfonyl)phenyi]-5-methylisoxazole; 

3-(3^hloro^-methoxyphenyl)r4-[3 t 5^ 

3-(4^hloro-3-methoxyphenylM-[3,5-difluoro 

3-(2-methylpyridin-6-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(2-methylthia2ol^-yl)^-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-5-methyiisoxazole; 
3-(4-methylthiazol-2-yl)-4-[3,5-difluoro^ 

3-(2-methyipyridin-3-yl)-4-[3 t 5-difluoro^-(methylsulfonyl)phenyl]-5>methylisoxazo!e ! 

3-(2-methylpyridin-3-yl)-4-[3 ? 5-dif!uoro^-(methylsulfonyl)phenyl)-5-methylisoxazole; 

3-(3-pyridinyl)-4-[3,5-difluoro-4-(methylsulfonyi)phenyl]-5-methylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5>methylisoxazole: 

3-(2-methylpyridin-3-yl)-4-[3 l 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxa 

3-cyciohexyl-4-[3 t 5-difluoro-4-(methylsulfonyl)phenyl)-5-methyiisoxazole; 

3-cyclopentyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-m9thylisoxazole: 

2,6-difluoro-4-f3-phenyl-5-hydroxymethy!isoxazot-4-yl1benezenesutfonamide: 

2,6-difluoro-4-[3-(3K:hlorophenyl)-5-hydroxymethylisoxazo!-4-yl]benezenesu!fonamide: 

2 1 6-difluoro-4-[3-(4-chlorophenyl)-5-hydroxymethyljsoxazol-4-yl]benezenesulfonamide; 

2,6-difIuoro-4-[3-(3-bromophenyl)^ 

2,6-difluoro-4-[3-(4-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide: 

2 ) 6-difluoro-4-[3-(3-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-fluorophenyl)-5-hydroxymethyfisoxazol-4-yl)benezenesulfonamide; 

2,6-difluoro-4-[3-(3-methylphenyl)-5-hydroxymethylisoxazol-4-yi]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-methylphenyl)-5-hydroxymethyljsoxazol-4-yl]benezenesuifonamide; 

2,6-difluoro-4-[3-(3^yanophenyi)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-443-(4^yanophenyl)-5-hydroxymethylisoxazo!-4-ylJbenezenesulfonamide; 

2 l 6-difluoro-4-[3-(34rifluoromethylphenyl)-5-hydroxymethylisoxazol-4-yl)benezenesulfonam 

2,6-difluoro-4-[3-(4-trifluoromethylphenyl)-5-hydroxymethylisoxazol-4-yi]benezenesulfonamid 

2,6-dlffuoro-4-[3-(3-trif!uoromethoxyp 

2,6-diNuoro-4-[3-(4HrinuoromelhoxyphenyI)-5-hydroxymethylisoxazol-4-yl]benezenesulf^ 

2,6-difluoro-4-[3-(3,4-dich{orophenyl)-5-://dr^xymethylisoxazol-4-y!]benezenesulfonamide; 

2 1 6-difluoro-4-[3-(3 1 4-dibromophenyl)-5-hydroxymethylisoxazo!-4-yl)benezenesutfonamide; 

2,6-difluoro-4-[3-(3 > 4-difluorophenyl)-5'-h^ ■ 

2,6-difluoro-4-[3-(3 t 5-dich!orophenyl)-5-^ 

2,6<lifluoro-4-[3-(3,5-dibromophenyi)-5-hydroxy 

2 l 6-difluoro-4-[3-(3,5-difluoropheny!)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide: . 

2,6-difluoro-4-[3-(3,4-dimethylphenyl)-5-hydr^^ 

2,6<lifluoro-4-[3-(3 l 5-dimethylphenyl)-5^ 

2,6-difluoro-4-[3-(3-methyl-4<;hlorophenyl)-5-h^^ 

2,6<lifluoro-4-[3-(4-methyl-3^hlorophenyl)-5-^^ 

2,6-difluoro-4*f3-(3-methyl-4-fluorophenyl)-5-hydroxymethyiisoxazol-4-yl]benezenesulfonam 
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2,6-difluoro-4-[3-(4-methyl-3-fluora 

2.6-difluoro-4-[3-(3-methyl-4-^ 

2,6-difluoro-4-[3-(4-methyl-3-bro^ 

2,6<lifluoro-443-(3-methyl-4-trifluoro^ 

2 ; 6<fifiuoro-4-[3-(4-methyl-3^ 

2 ) 6-difluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-5-hydroxymethylisoxaz 
2,6<!ifluoro-4-[3-(4-methyl-3-trif^ 

2 ! 6-djfluoro-4-[3-(3-cyano-4-methylphenyl)-5-hydroxymethylisoxazol-4^l]benezenesulfona . 

2,6-difluoro-4-[3-(4-cyano-3-methylphenyl)*5-hydroxymethyiisoxazol-4-yl]benezenesuifonamide 

2,6-difluoro-4-[3-(3^hloro^-methoxyphe^ 

2,6-difluoro-4-[3-(4-chloro-3-methoxyphen^^^ 

2,6-difluoro-4-[3-(2-methylpyridin-6~yl)-5-hydroxymethyiisoxazol-4-yl]benezenesulfonamide; 
2 t 6-difluoro-4-[3-(2-methylthiazol-4-yl)-5^ 

2,6-difluoro-4-[3-(4-methylthia20l-2-yl)-5-hydroxymethylisoxazol-4-yl)benezenesulfon 

2,6-difluoro-443-(2-methylpyridin-3-y!)-5-hydroxymethylisoxazoM-yl]benezenesulfonamide; 

2 : 6-difluoro-4-[3"(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamid 

2 1 6-difluoro-4-[3-(3-pyridinyl)-5-hydroxymethylisoxazol-4-yljbenezenesulfonamide; 

2,6-difiuoro-4-[3-(5-methylpyridin-3^^ 

2,6<linuoro-4-[3-(2-methylpyrjdin-3^ 

2,6-difluoro-4-[3-phenyl-5-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-t3-(3-chlorophenyI)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(4<jhlorophenyl)-5-methylisoxazol-4-yl)benezenesuIfonarnide; 
• 2,6-difluoro-4-[3-(3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfoaamide; 
2,6-difluoro-4-[3-(4-bromophenyl)-5"methylisoxazol-4-yl]benezenesulfonamide; 
2 1 6-difluoro-4-[3-(3-fluorophenyl)-5^ethylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro^-[3-(4-fluorophenyl)-5-methylisoxa2ol-4-yl]benezenesulfonamid 
2,6-difluoro-4-[3-(3-methylphenyl)-5-methylisoxazoM-yllbenezenesulfonarriide; 
2,6-difluoro^-[3-(4-methylphenyl)-5-rTiethylisoxazol-4-yi]benezenesutfonamide; 
2,6-difluoro-4-[3-(3<^anophenyl)-5-methylisoxazoi-4-yl]benezenesulfonamide; 
2.6-diflfjoro-4-[3-(4-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(3-trmuoromethylpheny!)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,6-difluoro-4-[3-(4-trifluorome^^ 

2,6-difluoro-4-f3-(34rifluoromethoxyphenyl)-5^ethylisoxazol«4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-trmuoromethoxyphenyI)-5-methylisoxazol-4-yi]benezenesulfonamide; 

2,6-difluoro-4-f3-(3,4-dichlorophenyl)-5-methyfisoxazol-4-yl]benezenesutfonamide; 

2 ! 6-difluoro-4-[3-(3,4-dibromophenyl)-5-methylisoxazo}-4-yl]benezenesjIfonamide; 

2 1 6-difluoro-4-[3-(3,4-dif!uorophenyl)-5-methyiisoxazol-4-yl]benezenestlfonamide; 

2.6-difluoro-4-[3-(3,5-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesutfonamide; 

2,6<lifluoro-4-[3-(3 ) 5-dibromophenyl)-5-methyfisoxazol-4-yl]benezenesjlfonamide; 

2,6-difluoro-4>[3-(3,5-difluorophenyl)-5-methyiisoxazol-4-y!}benezenestlfonamide; 

2 1 6-djfluoro-4-[3-(3 t 4-dimethylphenyl)-5-methy!lsoxazol-4-yJ)benezenesulfonamide; 

2 r 6-difluoro-4-[3-(3 } 5-dimethylphenyl)-5-methyiisoxazol-4-yl]benezenesutfonamide; 

2.6-difluoro-443-(3-methyl-4^hlorophenyl)-5-methylisoxazol-4-yljbenezenesulfonamide; 

2.6"difluoro-4-[3-(4-methyl-3^hlorophenyl)-5-methylisoxa2ol<4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(3-methyl-4-fluoropheny!)-5HTiethylisoxa^ol-4-yl]benezenesulfonamide; 

2 : 6<lifluoro-4-[3-(4-methyl-34luorophe^^ 

2.6-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-melhylisoxazol-4-yl]benezenesulfonamide; 

2 ; 6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-methyltsoxazol-4-yl)benezenesulfonamide; 

2,6<iifluoro-4-[3-(3^ethyi-4-trifl^ 

2,6-difluoro-4-[3-(4^ethyl-3-triflu^ 

2,6<lifluoro-4-[3-(3-methyl-44rifluoro^ 

2,6<iifluoro-4-[3-(4-mcthyi-3-trif^ 

2,6-difluoro-4-[3-(3^ano-4^ethylphenyl)«5-methylisoxa2ol-4-yl)benezenesutfonamidG; 
2,6-difluoro-4-[3-(4^ano-3-methylpheny!)-5^ethylisoxazol-4-yl)benezenesuifonamide; 
2,6-difluoro-4-[3-(3^hloro^^ethoxyphenyl)-5-methytisoxazol-4-yl]benezenesulfonamide; 
2.6-dffluoro-4-[3-(4<;hloro-3HTiethoxyph^^ 

2.6-difluoro-4-[3-(2-methylpyridin-6-yl)-5-methylisoxazol-4-yi]benezenesutfonarnide; 
2.6<Jifluoro-4-[3^2^ethylthiazol-4-yl)-5^ethyfisoxazoM-yl]benezenesulfona 
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2,6-difiuoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2;6-difluoro-4- 
2,6-difluoro«4- 
2,6-difiuoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-uiriuoro-4' 
2,6-difluoro-4 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4< 
2,6-difluorq-4- 
2,6-difluoro-4- 
2,6-difluoro~4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4* 
2,6-difluoro-4« 
2,6-difluoro-4« 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4« 
2,6-difluoro-4- 
2,6-difluoro-4« 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4' 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4' 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4- 
2,6-difluoro-4 
2 i 6-Hif|Moro-4 
2,6-difluoro-4 
2,6-difluoro-4< 
2,6-difiuoro-4 
2,5-difluoro-4 
2,5-difluoro-4 
2,5-difluoro-4- 
2,5-difluoro-4 
2,5-difluoro-4 
2,5-difluoro-4 
2,5-difiuoro-4 



4- methytthia7ol-2-yl)-5-methylisoxazol-4-y!]benezenesulfonamide; 
2-methylpyridin-3-y()-5-methylisoxa2ol-4-yl]benezenesulfonamide; 

2- methylpyridin-3-yl)-5-methylisoxazol-4-yl]bene2enesulfonamide; 

3- pyridinyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

5- methylpyridin"3-yl)-5-methylisoxazol-4-yllbenezenesulfonamide; 

2- methylpyridin-3-yl)-5»methylisoxazol-4-yl)benezenesullonamide; 
phenyl-54rif!ucromethylisoxazo! 4 -ySjbonezenesulfcnamidc; 

3- chlorophenyl)-5-trifluoromethylisoxazo(-4-yl]benezenesulfonamide; 

4- chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamjde; 

3- bromophenyl)-5-trifluoromethylisoxazol-4-yl]benezeneeu!foriarr!!de; 

4- brornophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesutfonamIde; 

3- fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

4- fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonaniide; 

3- methylphenyl)-5-trifiuoromethylisoxazol-4-yl]benezenesuifonamide; 

4- methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

3- cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesuIfonamide; 

4- cyanophenyl)-5-trifluoromethyiisoxazo!-4-yl]benezenesulfonamide; 
3-trifluoromethylphenyl)-5-trifiuoromethylisoxazoi-4-y(]benezenesulfonamide; 
4Hrifluoromethyiphenyl)-5-trifluoromethyIisoxazol-4-yl]benezenesulfonamide; 

3- trifluoromethoxyphenyl)-5-tr^luoromethylisoxazol-4-yl]benezenesulfonamide; 

4- trifluoromethoxyphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
3,4-dichiorophenyl)-5-trifluoromethylisoxazo!-4-yl]benezenesulfonamide; 
3,4-dibromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

3.4- difluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesutfonamide; 

3.5- dichlorophenyl)-5-trifluoromethylisoxazol-4-yI]benezenesulfonamide; 
3,5-djbnomophGnyl)-5-trlfluoromethylisoxazol-4-yijb©nezenesuifonaf!Hdti; 
3,5-difluorophenyl)-5-trifluoromethylisoxazol-4-yl}benezenesulfonamide; 
S^-dimethylphenyO-S-trifluoromethylisoxazol^-yllbenezenesulfonamide; 
S.S-dimethylphenyO-S-trifiuoromethylisoxazol^-yllbenezenesulfonamide; 

3- methyl-4-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

4- methyl-3-chiorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

3- methyl-4-fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; ; 

4- methyl-3-fluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

3- methyI-4-bromophenyl)-5-tnfluoromethylisoxazol-4-yl]benezenesulfonamide; 

4- methyl-3-bromophenyl)-5-trifluoromethylisoxazoi-4-yl]benezenesulfonamide; 

3- methyi-44rifluoromethylphenyl)-5-^ 

4- methyl-3-trifluoromethylphenyl)-5-trifluoromethylisoxazoM-yl]benezenesulfonamide; - 

3- methyl-44rifluoromethoxyphenyl)-5-trifluoromethyiisoxazol-4-yl)benezenesulfona 

4- methyl"34rifluoromethoxyphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
3^yano-4-methylphenyl)-5-trifIuoromethylisoxazol-4-yl]benezenesulfonamide; 
4-cyano-3-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

3- chloro^methoxyphenyl)-5-trifluoromethylisoxazol-4-ylJbenezenesulfonamide; 
4<:hloro-3-methoxyphenyl)-5-tri1iuoromethylisoxazol-4-yl]benezenesutfonamide; 
2-methylpyridin-6-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2-methylthiazol-4-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

4- methylthiazol-2-yl)-5-trifluoromethyiisoxazol-4-yl]benezenesulfonamide; 
2-methylpyridin-3-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2- methylpyridin-3-yl)-5-trifluoromethyljsoxazol-4-yljber,ezGnesulfonamide; 

3- pyridinyl)-5-trifluoromethylisoxazoi-4-yl]benezenesulfonamide; 

5- methylpyridin-3-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2- methylpyridin-3-yl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
phenyl -5-fluoromethylisoxazol : 4-yl]benezenesutfonamide; 

3- chlorophenyl)-5-fluoromathylisoxazol-4-yl)benezenesutfonamjd0; 

4- chlorophenyl)-5-fluoromethylisoxazol-4-yl)benezenesulfonamide; 

3- bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

4- bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesuifonamide; 

3- fluorophenyl)-5-fluoromethylisoxazol-4-y(]benezenesu1fonamide; 

4- fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 
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2,5-dif!uoro-4-[3-(3-methylp^ 

2,5-difluoro-443-(4-methylpheny!)-5-fiuoromethylisoxa2ol-4-yl)benezenesulfonamide; 

2 ; 5-difluoro-4-[3-(3-cyanophenyl)-5-fluoromethyiisoxazol-4-yl]benezenesulfonar,-!ide; 

2 l 5-difIuoro-4-[3-(4-cyanophenyl)-54iuoromethylisoxa2o!-4-yl]bene2enesulfonamide; 

2>difluoro-4-[3-(34rifluoromethy^^ 

2..5-dinuoro-4-[3-(44rifiuorom 

2,5-difluoro-4-[3-(34rifluoromethoxyphenyl)-5-fluoromethylisoxa2ol-4-yl)bene2enesulfonam 
2,5^ifluoro-4-[3-(44rifiuorometh^ 

2,5-difluoro-4-[3-(3,4-dichlorophenyl)-54luoromethylisoxa2ol-4-yl]bene2enesulfonamide^ 

2 ; 5-difluoro-4-[3-(3,4-dibrombphenyl)-5-fluoromethylisoxazol-4-yl)bene2enesutfonamide; 

2,5-difluoro«4-[3-(3,4-difluorophenyl)-5-fluoromethylisoxa2o!-4-yl]bene2enesu!fonamide; 

2 J 5-difluoro-4-[3-(3,5-dichloropheny!)-5-f!uoromethylisoxa20ir4-yl]benezenesulfonam 

2 ! 5-difluoro-4-[3-(3,5-dibromophenyl)-5-fluoromethylisoxa2oM-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3,5-difluorophenyl)-5-fluoromethylisoxa2ol-4-y!]bene2enesulfonam 

2 f 5-difluoro-4H3-(3 : 4-dimethylphenyl)-5-fluoromethyIisoxa2ol-4-ylJbene2enesulfonami^ 

2 l 5-difluoro-4-[3-(3,5-dimethylphenyO 

2 : 5-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-fluoromethylisoxa2ol-4-yl]bene2 
2,5<lifluoro-4-[3-(4-methyl-3-chlorophen^^^ 

2,5-difluoro-4-[3-(3-methyl-4-fluorophenyI)-5-riuoromelhylisoxazol-4-yl]bene2enes 

2 ! 5-difluoro-4-[3-(4-methyl-3-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 1 5-difluoro-4-[3-(3-methyl-4 : bromoph 

2,5<iifluoro-4-[3-(4-methyl-3-bromophe^ 

2,5<iifluoro-4-[3-{3-methyI-44rifluoro^ 

2,5-difluoro-4-[3-(4-methyl-3-trifluoro^ 

2,5-difluoro-4-[3-(3-methyl-4-trifluoro^ 

2,5-difluoro-4~[3-(4-methyl-3-trifluo^ 

2 t 5-difluoro-4-[3-(3<:yano-4-methylpheny!)-54luoromethylisoxa2ol-4-yl]benezenesulfonami 

2 I 5-difluoro-4-[3-(4-cyano-3-methyiphenyl)-5-fluoromethyiisoxazol-4-yl]benezenesulfonam 

2 r 5-difluoro-4-[3-(3-chloro^-methoxyphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfona 

2,5-difluoro-4-[3-(4^hloro-3-methoxyphenyl)'5-fluoromethylisoxazol-4-yl]bene2enesulfonam - 

2 r 5-difiuoro-4-[3-(2-methylpyridin-6-yl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2.,5-difluoro-4-[3-(2-methylthiazol-4-yl)-5-fluoromethy!isoxazol-4-yl]benezenesu!fon 

2.5-difluoro-4-[3-(4-methylthiazol-2-yl)-54luoromethylisoxa2ol-4-yl]bene2enesulfonamide; 

2 ! 5-difiuoro-4-[3-(2-methylpyridjn-3-y!)-5-fluoromethyiisoxa2ol-4-yllbenezenesulfonamide; 

2,5-difluoro-4-[3-(2-methylpyridin^^ 

2,5-difluoro-4-[3-(3-pyridinyl)-5-fluoromethylisoxa20l*4-yl]benezenesulfonamide; 

2,5<lifluoro-4-[3-(5-methylpyridin-3^ 

2,5H3ifluoro-4-[3-(2-methylpyridm^ 

2 1 5-dif!uoro-4-[3-cyclohexyl-5-fluoromethyiisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-cyclopentyl-5-fluoromethylisoxa2ol-4-yl)benezenesu[fonamide; 

2 t 5-difluoro-4-[3-phenyl-5-difluoromethylisoxazol-4-yl]bene2enesu!fonamide; 

2,5-difiuoro-4-[3-(3K:hloro-5-methylphenyl)-5-difluoromethylisoxazol-4-yl]bene2en 

2,5<iifluoro-4-[3-(3-fluoro-5-methylphe^^ 

2.3-difluoro-4-[3-(3-chlorophenyt)-5-ditluoromethylisoxazol-4-yl)benezenesulfonam*de; 

2 s 5<lifluoro-4-[3-(4<:hlorophenyl)^^ 

2 ; 5<Wluoro-4-[3-(3'-bromophenyl)-5^ 

2 ! 5-difluoro-4-[3-(4-bromophenyl)-5-difluoromethy!isoxazol-4-yl]benezenesulfonamide; 
2 ; 5-difluoro-4-t3-(3-fluorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 : 5<iifluoro-4-[3-(4-f!uoropher,yi) 5-diflucromethyiisoxazol-4-y!]benezenesuiTonamide; 
2 ! 5-difluoro-4-[3-(4-methylphenyl)-5-difl^^ 

2 f 5-difluoro-4-[3-(3-methylphenyl)>5-difiuoromethylisoxa2ol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(3-bromo-5-methyipheny^^ 

2 ! 5<Jifluoro-4-[3-<3,4-dichlorophenyl)-5^ 

2 ? 5-difluoro-4-[3-(3,4-dibromophenyI)-^ 

^S-difluoro^-p^S^difluorophenyO-S^ifl^ 

2 ; 5-difluoro-4-[3-(3,5-dichlorophenyl)-5<lifluoromethy!isoxa2oi-4-yi]benezenesulfonamide; 
2 : 5-difluoro-4-t3'(3,5-dibromophenyl)-5-dmuoromemylisoxazol-4-yl]bene2enesu!fonamide; 
2,5-difluoro-4-[3-(3,5-difluorophenyl)-5-dlfluoromethyiisoxazol-4-yl]benezenesulfonamide; 
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2,5-difluoro-4-[3-(3-ch!oro-4-fluor^^ 
2,5-difluoro-4-[3-(3-chloro-4-me^ 
2,5-difluoro-4-[3-(3-bromo-4-methyiphe^ 
2.5<lifluoro-4-[3-(3-fluoro-4-methylphenyi)^^ 

2,5-difluoro-4-f3-(3,4-dimethylphenyl)-5-difluoromethylisoxazol-4-yllbenezenesu[fonam^ 

2 t 5-difluoro-4-[3-(44rifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesutfonamide; 

2,5-difluoro-4-[3-(3-methyl-44riflu^ 

2,5-difluoro-4-[3-(4-methyl-3-trifluoro 

2,5-difluoro-4-[3-(3-trifluoromethylpheny!)>5-difiuoromethylisoxazol-4-yl)benezenesulfon 
2,5-difluoro-4-[3-(44rifluoromethylphenyl)-5-difiuoromethylisoxazol-4-yllbenezenesulfonam 
2,5-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyi)-5-dinuoromethylisoxazol-4-yl]benezen 
2,5-difluoro-4-[3-(4-methyl-34rifluo^ 

2,5"difluoro-4-[3-(3-cyano-4-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfon 

2,5-difluoro-443-(4<:yanc-3-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfon 

2,5-difluoro-443-(3-cyanophenyl)-5-difluoromethylisoxazol^-ylJbenezenesulfonamide; 

2,5-difluoro-4-[3-(4<;yanophenyl)-5-difiuoromethyiisoxazol-4-yl]benezenesulfonamide; 

2,5-dlfluoro-4-[3-(3^hloro-4-methoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-t3-(4<:hloro-3-methoxyphenyl)-5-diftuoromethyUsoxazol-4-yl]benezenesulfonam 

2 f 5-dinuoro-4-[3-(2-methylpyridiri-6-yl)-5^ 

2,5-difluoro-4-[3-(2-methylthiazol-4-yi)-5-difluoromethylisoxazol-4-y!]benezenesulfonamide 
2,5-difluoro-4-t3-(4-methylthiazol-2-yl)-5-difluoromethylisoxazoi-4-yl]benezenesu!fonamide 
2,5<lifluoro-4-[3-(2-methylpyridin-3-yl)-5-d^ 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difiuoromethylisoxazoi-4-yl]benezenesu(fonamide; 
2 f 5-dlfluoro-4-[3-(3-pyridinyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamidc; 
2 ) 5-difluoro^-[3-(5-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5-dif!uoro^-[3-(2HTiethylpyridin-3-yl)-5-difl^ 

S-phenyM-p.e-difluoro^-JmethylsulfonylJphenylJ-S-hydroxyrnethylisoxazole; 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methyisulfonyl)phenyl]-5-hydroxymethyMsoxazole; 

3-(4K:hlorophenyl)-4-[3,6-difluoro-4-(methyisulfonyl)phenyl]-5-hydroxymethylisoxazole: 

3-(3-bromophenyl)-4-t3 f 6-difluoro-4-(methylsulfonyi)phenyl]-5-hydroxymethytisoxazole; 

3-(4-bromophenyl)-4-[3 t 6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyltsoxazole; 

3-(3-fluorophenyl)^-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-fluorophenyl)^-[3,6-difiuoro^-(methylsulfonyi)phenyl]-5-hydroxymethylisoxazoie; 

3-(3-methylphenyl)-4-[3,6-difluoro-4-(methyisulfonyI)phenyl)-5-hydroxymethylisoxazole; 

3-(4-methylphenyt)-4-[3 1 6-difIuoro-4-(methylsulfonyl)phenyl]-5-hydroxymethyiisoxazole; 

3-(3K:yanophenyl)-4-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4^anophenyl)^-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethyiisoxazole; 

3-(3-trifluoromemylphenyl)-4-[3,6-difl^^ 

3-(4-trifluoromethylphenyl)-4-[3,6-difl^^ 

3-(34rifluoromethoxypheny1)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymet . 

3-(4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsutfonyl)phenyl]-5-hydroxymeth 

3-(3,4-dichlorophenyl)-443,6<Jifluo^ 

S^S^-dibromophenylH-lS.e-difluoro^-fmethylsulfonyOphenyl] -5-hydroxymethylisoxazole; 

S-fS^MjifluorophenyiH-fS.e^iifluoro^^ 

3-(3,5-dich!oropheny1)-4-[3,6-difluoro^ 

3-(3 ( 5-dibromophenyl)-443,6-difluoro-4-(m^ 

3-(3,5-dinuorophenyl)^-[3,6-difluoro-4-(methylsulfonyl)pheny])-5*hydroxymelhylisoxaz 
S-^^-dimethylphenylM-p.e-difluoro^ 

3-(3,5-dimethylphenyl)-4-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-methyl-4^h!orophenyt)-4-[3,6^ 

3-(4-methyl-3^hlorophenyl)-4-[3,6-difl^ 

3-(3-mcthyl-4-fIuorophenyl)-4-[3,6-diflu^^ 

3-(4-methyU3-fluorophenyl)-4^3 l 6-difluoro-4-(methylsulfonyl)phenyl)-5-hydroxymethy 

3-(3-methyl-4-bromophenyl)-4-[3,6<M^ 

3-(4-methyl-34xomophenyl)-4-[3,6^^ 

3-(3-methy|wMrifluoromethylphenyl)-4^ 

3-(4HT»ethyl-3-trifluoromethylphenyl)^ 

3-(3-methyl-4-trifluoromethoxypheny!)-4^^^ 
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3-(4-methyl-3-trifluoromethox^ 
3-(3<:yano-4-methylphenylM^ 

3-(4-cyano-3-methylphenylM-[3.6-difluoro-4-(methylsuIfonyl)phenyl]-5-hyd 

3-{3-chloro-4-methoxyphenyl)^-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-h 

3-(4^hloro-3-methoxyphenyl)^-f3,6-difluoro-4-(methy!sulfony1)phenyl)-5-hydroxym 
3-(2-methylpyridin-6-y[)^ 

3-(2-methylthiazol-4-yl)-4-[3,6-difluor^^^ 

3-(4-methylthiazol-2^l)-4-[3,6-diH^ 

3-(2-methylpyridin-3-yl)-4-[3 s 6-dinuoro-4-(methylsulfonyl)phenyO-5-h 
3-(2-methy[pyridin-3-yl)-4-[3 : 6-difluo^^ 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyn-5-hydro^ 

3-(5-methylpyridin-3-yl)-4-[3 : 6-dmuoro-4-(methylsulfonyl)phen 

3-(2-methylpyridin-3-ylM-[3^^ 

3-cyclohexyl-4-t3,6-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazo!e; 
3-cyclopentyl-443,6-difluoro^-(methyisulfonyl)phenyl]-5-hydroxymethylisoxazole; 
3-phenyl-4-[3,6-djfluoro-4-(methylsulfonyl)phenyi]-5-fluoromethylisoxazote; 

3-(3<hlorophenyl)-4^3,6-difluoro-4-(methylsutfonyl)phenyl]-5-fluoromethylte 
3-(4^hlorophenyl)-4-[3,6<lifluoro-4^ 

3-(3-bromophenyl)-4H3,6^inuoro-44me^^^ 
3-(44Dromophenyl)-4^3,6<iikoro-4-^ 
3-(3-fluorophenylM-[3 f 6-difluoro^^^ 
3-(4-fluoropheny!M-[3,6<iifluoro^^ 

3-(3-methylphenyl)-4-[3,6-dmuoro-4-(methylsuJfonyt)phenyO-5-fluorom^ 
3-(4-methylphenyl)-4-[3,6<ffiluoro^-(m^ 

3-{3^yanophenyI)^^3 f 6-difluoro^-(methylsulfonyl)phenyl]-5-nuorom8thyIiso 
3-(4^yanophenyl)^3,6-difluoro^-^ 

S-CS-triffuoromemylphenylM^e-difiuo^ 

3-(44rifiuoromethylpheny!M-[3 ; 6^ 

3-(3-trif!uoromethoxypheny!M-p,6-^^ 

3-(44rifluoromethoxyphenylMK3^^ 

3-(3 ; 4-dichlorophenyl)-443,6-d^ 

3-(3,4-dibromophenylHK3,6-difluoro^-(methylsulfonyl)phenyl)-5-fluorometh 

3-(3 ; 4~difluorophenylM^3 f 6<iifluoro-4-^^ 

3-(3,5-dichlorophenyl)-4^3,6-difluoro^-(^^^ 

S-^S-dibromophenylM^.e-diTluoro^m^ 

3-(3,6-difluorophenylM-[3,6<liflu^^^ 

3-(3,4-dimethylphenylM13,6-dif^ 

3-(3 ? 5-dimethylphenyl)^-[3 f 6-difluoro-4-(methylsulfonyl)phenyI]-5-fluoromethyIisoxa^ 
3-(3-methyl-4^hlorophenyl)^3,6-dif^ 

3-(4-methyl-3^hlorophenyl).4<3,6-difluoro-4-(methylsulfonyl)phenylJ.5-fluoromethylisoxa^ 
3-(3-methyl-4-fluoropheny1)-4-[3,6-^ 

3-(4-methyl-3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfony!)phenyi]-5-fluorom^ 
3-(3-methy}-4-bromophenyl)-443,6-difluoro^ 

3-(4-methyl-3*romophenyl)-4-[3,6-diflu^^^ 

3-(3-methyl-4^rifluoromethylphenyl)-4-[3 t 6-difluoro-4-(methylsulfonyl)ph 
3-(4-methyl-3-tr!fluoromethylph^^^ 

3-(3-methyl-4-lririuoromelhoxyphen^^^ 

3-(4-methyl-3-trifluoromethoxyphenyl)-4-{3.6.difluoro-4-(methy!suIfonyl)phenyl] -5-ffuoromethylisoxazole: 

3-(3-cyano-4-methylphenylM-[3,6-dif^^^ 

3-(4<:yano-3-methylphenylM-[3,6<l^ 

3-(3-chloro^-methoxyphenyl)^-[3 ! 6-diffuoro^-(methyteulfonyl)phenyl].5-fluor^ 

3-(4-chloro-3-methoxyphenylM-[3^ 

3-(2-methylpyridin-6-yl)^[3 : 6-difl^ 

3-(2-methylthiazol-4-yl)-4-[3,6-difluoro^^ 

3-(4-methylthiazol-2-yi)-4-[3,6^^^ 

3-<2-methylpyridin«3-yl)-4HP : 6-difluor^^ 

3-(2-methylpyridin-3-yl)-4-[3 : 6<iifluo^ 

3-(3-pyridinyl)-443,6-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
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3-(5-methylpyridin-3-yl)-4^ 

3-(2-methylpyridin-3-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-fluoromethy^ 
3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-5-fluoromethy!isoxazole; 

3-cyclopentyl-4-[3,6<lifluoro-4^ 

3-phenyl-4-f3 ( 5-difluoro-4-(methylsulfonyl)phenyl] -5-difluoromethylisoxazole; 

3.(3K5hloro-5-methylphenyl)-4-[3 s 5-difluoro-4-(methylsutfonyl)phen 

3-(3-fluoro-5-methylphenyl)-4^ 

3-(3-chlorophenyl)-4-[3,5-difiuoro-4-(memylsulfonyl)phenyl)-5-difluoromethylisoxa^ 

3-(4-chlorophenyl)-4-[3,5<iifluoro^^ 

3-(3-bromophenyl)-4-[3,5<jNfluoro^ 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(m^ 

3-(3,5-difluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyl^ 

3-(4-fluorophenyl)-4-[3,5-difluoro-4-^^ 

3-(4-methylphenyl)-4-[3 t 5-difluoro-4-^^ 

3-(3-methylphenyl)-4H3 t 5-dilluoro 

3-(3-bromo-5-methylpheny!)-4-l3^ 

3-(3^-dichloropheny1)-4-[3,5-difluoro^ 

3-(3!4-dibromophenyl)-4-[3,5-difluoro-4Hmethylsuifonyl)phenyl]-5-difluoromethylisoxazole; 

3-(3 ( 4-dinuorophenyi)^-[3,5-dmuoro-4-(methylsutfonyl)phenyl]-5-difluorom 

3-(3£-dichlorophenyl)-4-[3,5-difluoro^^ 

3.(3,5-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethyN 

3.(3 , 5.difluorophenyl)^-[3,5-difluoro-4-{methylsulfonyl)phenyl]-5-difluoromethyH 

3-(3^hloro^-fluorophenyl)-4-[3,5-di^^ 

3-<3^hloro^-methylphenyl)-4-[3,5^ 

3-(3-bromo^methylphenylM43,5-dm^ 

3-(3 f 5-difluoro^-methylphenyl)^3,5<M^ 

3.(3 4-dimethylphenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl)-5-difluoromemyriso 

3-(44rffluorometooxyphenylM^ 
3-(3-methyl-4-trifluoromethoxypheny^ 

3-(4-methyl-3-trifluoromethow^ 

3-(3MTiethyl-4-trifluorometh^^ 

3-(4-methyl-3-trifluoromethoxyphenyl^^^ 

3-(3^ano-4-methylphenyl)^-f3,5-difiuoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxazo 

3-(4-cyano-3-methylphenyl)^-[3,5-difluoro-4-(methylsulfonyt)phenyll-5-difiuoromet^ 

3-(3^yanophenyl)^-[3,5-difluoro-4-(methylsultonyl)phenyl]-5-difluoromethylisoxazo 

3.(4K^anophenyl)^-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisox 

3-(3-chtoro^-methoxyphenylM-[3,5-difto^ 

3-(4-chloro-3-methoxyphenylM-[3,5-^ 

3-(2-methylpyridin-6-yl)-4-[3^^ ■ 

3.(2-methylthia2oM-yl)-4-[3 l 5-difluoro-4-(methylsulfonyl)phenyn 

3-(4-methylthiazol-2-yl)-4-[3,5-difluoro-4'(methyisulfonyl)phenyl]-5-difluoromethyli 

3-(2-methylpyridin-3-yI)-4-[3,5-difluoro^ 

3-(2-methylpyridin-3-yl)-4-L3 ! 5-difluoro^-(methylsulfonyl)phenyl]-5-difluorome 

3-(3-pyridinyl)-4-[3 t 5-diftuoro-4^methylsulfonyl)phenyl)-5-difluoromethylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3,5-dK^^^ 

3-(2^ethylpyridln^l)^[3,5-dffluoro 

3-cyclohexyl^-[3,5-dinuoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxa2ole; 
S-cycJcpentyt^-^.B-difluoro^-tmethylsulfonyOphenytl-S-dillucrcrriGthyhsoxazole; 
3-phenyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole: 
S-fS^hlorophenyO^-p.e^ifluoro^-tmethylsultonyOphenytj-S-methylisoxazole; 

3-(4<:hlorophenyl)-4-[3,6<lifluoro.^ 
3-(3-bromophenyl)-4-[3,6-dif!uoro'-4-^ 

3-(4-bromophenyl)-4-[3,6-difluoro-4-(methy!suIfonyl)phenyl]-5-methylisoxazole; 

3.(3-fluorophenyl)^-[3,6-difluoro^-(methylsulfonyi)phenyl]-5-methylisoxazole; 

3-(4-f!uoropheny!)-4-t3.6-difluoro-4-(methylsulfonyl)phenyl]-5-methyiisoxazole; 

3.(3-methylphenyl)-4-[3,6-difluoro-4-(methytsulfonyl)phenyl]-5-methylisoxazole; 

3>(4-methylphenyl)-4-[3,6-difluoro-4-(methylsutfonyl)phenyl]-5-methylisoxazole; 

3-(3^anophenyl)-4-[3.6-difluoro^-(methylsulfonyl)phenyll-5-methylisoxazole; 
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3-(4-cyanophenyl)^-[3,6-difluoro-4-(methy(sulfonyl)phenylj-5-methyiisoxa7ole; 

3-(34rifluoromethylphenyO-4-^ 

3-(4-trifluoromethylphenyl)-4^^ 

3-(34rifluoromethoxyphenyO-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-5-m 
3-(44rifluoromethoxyphenyl)-4-f3.6njm^ 
3-(3 s 4-dichlorophenyl)-4-{3,6-difluoro^ 
3-(3,4-dibromophenyl)-4-[3,6-difluoro-4-(^ 

3-(3,4-difiuorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-5-methylisoxazote 
3-(3,5-dichlorophenyi)-4-(3,6<iifiuoro^ 

3-(3,5-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyt)Dhenyl]-5-methylisoxazole; 
3-(3,6-difluorophenyl)-4-[3,6-diflu^^ 

3-(3,4>dimethylphenyl)^-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazol^ 
3-(3,5-dimethylphenylM-[3,6-difluoro-4-(m^ 
3 -(3-methyl-4-chjorophenyl)-4-[3,6-dtf^^ 
3-(4-methyl-3<;hlorophenyl)-4-l3 : 6-difl^ 

3-(3-methyl-4-fluorophenyl)-4-[3 } 6-difluoro-4-(methylsutfonyl)phenyl)-5-methylisoxazole; 

3-(4-methyl-34luorophenyl)-4-[3 ! 6-difluoro-4-(methylsu(fonyl)phenyl)-5-methylisoxazo 

3-(3-methyl-4-bromophenyl)-4-[3,6<!ifl^ 

3-(4^methyl-3-bromophenyl)-4-[3 J 6Klifluoro-4-(methylsulfonyI)phenyl]-5-melhylisoxa^ 

3-(3-methyl-44rifluoromethylphe^ 

3-(4-methyl-34rifluoromethylphenyl)^^ 

3-(3-methyl-4-trifluoromethoxypheny^^ 

3-(4HTiethyl-3-trifluoromethoxypheny^ 

3-(3^yano-4-mGthylphenyl)^-[3 ! 6-difluoro^-(methylsutfonyl)phenyl)-5-methyiis 
3-(4-cyano-3-methylphenyl)^3,6<iifiuoro^ 
3-(3^hloro^-methoxyphenyl)^-[3,6-difluoro^-(^ 
3-(4^hloro-3-methoxyphenyl)^-[3,6-difluoro^-(m 

3-(2-methylpyridin-6-yl)^-[3 s 6-difluoro^-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-(2-methylthiazoM*yl)-4-[3,6-dmuoro^-(methylsulfonyl)phenyl]-5-methyiisoxazoIe: 

3-(4-methylthiazol-2-yl)-4-[3,6-difluoro-4-(methyisulfonyl)phenyl]-5-methylisoxazole; 

3-(2-methylpyridin-3-yl)-4-[3,6-difluoro^-(methylsulfonyl)phenyll-5-methylisoxazole; 

3-(2-methylpyridin-3-yl)-4-[3 ; 6-difluoro^-(methylsulfonyl)phenyl]-5-methylisoxazoie; 

S-JS-pyridinyO^-fS.e-difluoro^methylsuifonyOphenyll'S-methylisoxazole; 

3-(5-methylpyridin-3-yl)-4-[3 5 6-difluoro^^ 

3-(2-methyfpyridin-3-yl)-4-[3 : 6-difl^^ 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

S-cyclopentyl^-p.e-difluoro^CmethylsulfonyOphenyll-S-methylisoxazole; 

2 t 5-djfluoro-4-[3-phenyl-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3K:hlorophenyl)-5-hydroxymethylisoxa^ol-4-yl]benezenesu!fonamide; 

2 l 5-difluoro-4-[3-(4-chlorophenyl)-5-hydroxymethylisoxazal-4-yl]benezenesulfonamtde; 

2,5-difluoro-4-[3-(3-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2 1 5-difluoro-4-[3-(4-bromophenyl)-5-hydroxymethylisox£zoi-4-yl]benezenesulfonamide; 

2 ) 5-difluoro-4-[3-(34luorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(44luorophenyl)-5-hydr^^ 

2,5-difluoro-4-[3-(3-methylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2"5-difluoro-4-[3-(4-methylphenyl)-5-hydroxymethylisoxazol-4-ylJbenezenesulfonamide; 

2 t 5-difluoro-4-[3-(3<:yanophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesu1fonamide; 

2,5-difluoro-4-[3-(4<:yanophenyl)-5-hydroxymethyiisoxazol-4"yl]benezenesulfonarnide; 

2 l 5<Jifluoro-4-[3-(3-irifiuorom 

2,5-difluoro-4-[3-(4-trifluorometh^^ 

2,5-difluoro-4-[3-(3-trifluoromethoxyphe^^ 

2,5-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-hydroxymcthyfisoxazol-4-yl]benezenesulfonamide; 
2 l 5-difiuoro-4-[3-(3 l 4-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesutfonamide; 
2 1 5*difluoro-443-(3,4-dibromopheny!)-5-hydroxymethyhsoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(3 l 4-difluorophe^ 

2,5-difluoro-4-[3-(3,5-dichlorophenyl)-5-hydroxymethylisoxazol-4-yl)benezenesulfonamide; 
2,5-difluoro>4-[3-(3 t 5-dibromophenyl)-5-hydroxymethylisoxazol-4-yl)benezenesulfonamide; 
2,5-difluoro-4-[3-(3 t 5-difluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezer^su1fonamide; 
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2.3-difluoro-443-(3,4-dimethylphenyl)-5-hydroxymethy[isoxa7ol-4-yl]bene7enesulfonamide; 
2,5-difluoro-4-[3-(3,5-dimethylphenyl)-5-hydroxymethylisoxazo^4-yl)benezenesutfonamide; 
2 ; 5-difluoro-4-[3-(3<nemyl-4-chlorophe,iyl^^ 

23-difluoro-4-[3-(4-methy!-3-chlorophenyl)-5-hydro>cymethylisoxa20i-4-yi)benezenesutfonami^ 
2 J 5-diftuoro-4-f3-(3-methyl-4-fluorophenyl)-5-hydroxymethylisoxazol-4-yl|benezenesulfonam 
2 ! 5-difluoro-4-[3-(4-methyi-3-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2.5-difluoro-443-(3-methyl-4-bromophe^^ 

2.5-difluoro-4-[3-(4-methyl-3-bromophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 

2,5-difluoro-4-[3-(3-methyl-44rifluoromethylphenyi)-5-hydroxymethylisoxazol-4-yl)benez 

2.5-difIuoro-4-[3-(4-methyl-3-triflucrc!r;et^ 

2 ! 5-difluoro-4-[3*(3-methyl-44rifluoromethoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benez^ 
2 } 5-difluoro-4-[3-(4-methy!-34rifluoro 

2 J 5-difluoro-443-(3-cyano-4-methylphenyi)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 
2 } 5-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-^^ 

2 J 5-difluoro-443-(3-chloro-4-methoxyphenyl)-5-hydroxymethylisoxazol-4-yl)benezenesutfonamide; 

2.5-difluoro-4-[3-(4<;hloro-3-methoxypheny^^ 

2,5-difluoro-4-[3-(2-methylpyridin-6-yO 

2,5<iifluoro-4-[3-(2-methylthiazol-4-yi^ 

2,5-difluoro-4-[3-(4-methyllhiazol-2-yl)-5-hydroxymethylisoxazo!-4-yl|benezenesulfonamide; 

2 f 5-difluoro-4-{3-(2-methylpyndin-3-yl)-5-hydroxymethylisoxazol-4-yt]benezenesulfonamide; 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-pyridinyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(5-methylpyridin-3-yl)-5-hydroxymethyljsoxazol-4-yl]benezenesulfonamide; 

2 t 5-dlfluoro-4-[3-(2-methylpyridin-3-yl)-5-hydroxymcthyijsoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-phenyl-5-methylisoxazol-4-yl]benGzen©sutfonamide; 

2,5-difluoro-4-[3-(3-chlorophenyl)-5-methylisoxazol-4-yl]benezenesuIfo 

2,5-difluoro-4-[3-(4-chlorophenyl)-5-methylisoxazol-4-yl)benezenesulfonamide; 

2,5-difluoro-4-[3-(3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamjde; 

2 f 5-difluoro-4-[3-(4-bromophenyl)-5-methyiisoxazol-4-yl]bene7enesulfonamide; 

2,5-difluoro-4-[3-(3-fluorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 1 

2 ; 5-difluoro-4-[3-(4-fluorophenyl)-5-methylisoxazol-4-yl)benezenesulfonamide: 

2,5-difluoro-4-[3-(3-methylphenyl)-5-methylisoxazoi-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-methylphenyl)-5-methyiisoxazol-4-yllbenezenesultonamide; 

2 J 5-djfluoro-4-[3-(3-cyanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ) 5-difluoro-4-[3-(4-cyanophenyl)-5-methylisoxazol-4-yl]benezenesu!fonamide; 

2,5-difluoro-4-[3-(34rifiuoromethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5<lifluoro-4-[3-(44rifiuoromethylphe^^ 

2 ! 5-difluoro-4-[3-(34rifluoromethoxyphenyl)-5-methylisoxazol-4-yl)benezenesulfonami^^ 

2,5-difluoro-4-[3-(4^rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamid 

2 ! 5-diftuoro-4-[3-(3,4-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesutfonamide; 

2 } 5-difluoro-4-[3-(3,4-dibromophenyi)-5-methylisoxazol-4-yi]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3,4-difiuorophenyf)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(3,5-dichlorophenyl)-5-methyiisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3 ) 5-dibromophenyl)-5-methylisoxazol-4-yl]benezenesulfonam}de; 

2,5-difluoro-4-[3-(3,5-difiuorophenyl)-5-methy!isoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3,4-dimethylphenyl)-5-methyiisoxazol-4-yl]benezenesulfonamide; 

2 ! 5-difluoro-4-[3-(3,5-dimethylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 J 5-difluoro-4-[3-(3-methyl-<*ch!^rophenyl)-5-methyiisoxazol-4-y!)benezenesu(fonam 

2,5-difluoro-4-[3-(4-methyl-3<;hlorophenyl)-5-methylisoxazol-4-yl]benezenesuIfonamide; 

2 r 5-difluor0-4-[3-(3-methyl-44luorophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(4-methyl-3-fluorophenyl)-5-methylisoxazol>4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-methyUsoxazol-4-yl)bcnezenesulfonamide; 

2,5-difluoro-4-[3-(4-methyi-3-bromophenyl)-5-methylisoxazoM-yl]benezenesu(fonamide; 

2,5-difluoro-4-[3-(3-methyl-44rifluoromethylphenyl)-5*methyiisoxazol-4-ylJbenezenesutfonam 

2,5-difluoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-5-methylisoxazol^-yl]benezenesulfonamide; 

2 t 5-difluoro-4-[3-(3-methyl-44rifluorometho 

2,5<Hfluoro-4-[3-(4-methyl-34rifluorometho 

2,5-difluoro-443-(3-cyano-4-methyiphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
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2.5-difluoro-4-[3-(4<:yano-3-methylphenyl)-5-methynsoxa7ol-4-yljber.e7enesulfonamide; 

2.5-difluoro-4-[3-(3-chtoro-4-methcxyphenyl)-5-methy!isoxazo!-4-yl]benezenesuifonamide; 

2.5-difluoro-4-[3-(4-chloro-3-me 

2.5-djfluoro-4-[3-(2-methylpyridin-6-yl)-5-methy!isoxa^o!-4-yl)bene2enesulfonamide 
2.5-dif!uoro-4-f3-(2-methylthiazol-^-yn-5-mGthylisoxazol'4-yllbenezen9Sulfonamide; 
2.5-difluoro-4-[3-(4-methylthiazol-2^ 

2 S-Hifiuoro-4-[3-(2-methylpyridin-3-vl^5-methviisoxazoi-4-yllbenezenesulfonam 

2.5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxazo!-4-yj]benezenesulfonamide 

2.5-di(luoro-4-[3-(3-pyridinyl)-5-methylisoxazol-4*yl]benezenesulfonamide; 

2.5-dif!uoro-4-[3-(5-methylpyridin-3-yl)-5-methvNsoxa^ol-4-vi)benezenesulfonamide; 

2.5-difluoro-443-(2-methylpyridin-3-yl)-5-methylisoxa^oi'4-yl]benezenesulfonamide: 

2.5-difluoro-4-[3-phenyl-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(3-chlorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-ch!orophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-dif!uoro-443-(3-bromophenyl)-5-trifluororr 1 ethylisoxazol-4-ylJbenezenesulfonamide; 

2.^-difluoro-4-[3-(4-bromophenyl)-5-trifluoromethylisoxazoi-4-ylJbenezenesulfonamide; 

2.5-difluoro-4-[3-(3-nuorophenyl)-5-trifluoromeihylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(4-fluorophenyl)-5-tritluoromethylisoxazol-4-yl]benezenesulfonamide; 

2.5-dif!uoro-4-t3-(3-methylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesullonamide; 

2 ; 5-difluoro-4-[3-(4-methylphenyl)-5-trif!uoromethylisoxazol-4-yl]benezenesulfonamide; 

2 ; 5-difluoro-4-[3-(3-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 : 5-difluoro-4-[3-(4-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 : 5<fifluoro-4-[3-(3-trifluoromethylpheny 

2 ! 5-difluoro-4-[3-(4-trifluoromethylphcnyl)-5-^ 

2 : 5-difluoro-4-[3-(3-trifluoromethoxyphe^ 

2.5<iifluoro-4-[3-(44rif!uoromethoxyphe^ 

2.5-difluoro-4-[3-(3/^dichlorophenyl)-5-trifluo™^ 

2.5-dif!uoro-4-[3'(34-dibromophenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2.5-difluoro-4-[3-(3,4-difluorophenyl)-5-trifluoromethylisoxa7ol-4-yl]bene7enesulfonamide; 
2.5-difluoro-4-[3-(3,5-dichlorophenyf)-5-trifluoromethylisoxa20l-4-yl]benazenesulfonarnide; 
2.5-difluoro-4-[3-(3 f 5-dibromophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2.5-difluoro-4-[3-(3,5-difluorophenyl)-5-trif^ 

2.5-difluoro-4-|"3-(3,4-dimethylphenyl)'5-trifluoromethyiisoxazot-4-yl]benezenesulfonarnide; 

2.5-difluoro-4-[3-(3,5-dimethylphenyl)-5-trifluoromethylisoxazol-4-yl]benezenesuifonamide; 

2,5-difluoro-4-[3-(3-methyl-4<:hlo^ 

2.5<lifluoro-4-[3-(4-methyl-3<:hlorophenyl)-5^^^ 

2.5-difluoro-4-[3-(3-methyl-4-fluorcphenyl)-5-tr^ 

2.5-dif!uoro-4-[3-(4-methyl-34luorcphenyl)-5*trrfluorome:hyiisoxazof-4-yl]benezenesulfon 
2.5-difluoro-4-[3-(3-methyl-4-bromophenyl)-5-trifluoromeihylisoxazol-4-yl]benezenesulfonam 
2.5-difluoro-4-f3-(4-methyl-3-bromophenyl)-5-trifluoromeihylisoxazol-4-yl]benezenesulfonamide; 
2.5<Jifluoro-4-[3-(3<nethyl-44rifluoromethylp^ 

2.5-difluoro-4-[3-(4-methyl-34rifluoromethylphenyl)-5-Iriflucromethyl:soxazol-4-yl]^ 
2.5<Jifluoro-4-[3-(3-methyl-44rifluoromett^ 
2 : 5-difluoro-4-[3-(4MTjethyl-34rifluorome 
2.5-difluoro-4-[3-(3-cyano-4-methylphe^ 

2.5-difluoro-4-[3-(4^yano-3-methylphenyl)-5-trifluorome:r t ylisoxazol-4-y|]benezenesulfonamide; 
2.5-difluoro-4-[3-(3<;hlc>ro-4<nelhcxyphenyl)-5 -u^ 
2.5-difluoro-4-[3-(4-chloro-3-methcxyphenyl)-5-m^^ 
2.5-difluoro-4-[3-(2-methylpyridin-6-yl)-5-trm 

2.5-difluoro-4-[3-(2-methylthiazol-^-yI)-54rif!uoromethylisoxazol^-yi:benezenesulfonamide; 
2.5-difluoro-4-[3-(4-methylthiazol-2-yl)-5 

2.5-difluoro-4-[3-{2-mcthylpyridin-3-yl)-5-trifiuo^omcthyli50xazol-4-yl]bcnGZGncsulfonamidc; 

2.5-difluoro-4r[3-(2-methytpyridin-3-yl)-5-trif!uo'omethytisoxazol-4-yl)benezenesu}fonamide; 

2.5-difluoro-4-[3-(3-pyridinyl)-5-trifluoromethyiisoxazol-4-yl]benezenesulfonamide: 

2.5-difluoro-4-[3-(5-methylpyridinO-yl)-5-trifiuo'omethylisoxazol-4-yl)benezenesulfonamide; 

2.5-difiuoro-4-[3-(2-methylpyridin-3-yl)-5-trifluo^omethyli5oxazol-4-yl]benezenesulfonamide; 



and the pharmaceutically-acceptabie satts. tauiomers and prodrugs thereof. 
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Furanones 

[0066] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a therapeutically-effective amount of one or more compounds selected from a subclass 
5 of compounds of Formula I corresponding to Formula V: 



R 14 




wherein substituenjs X, n, R 13 , R 14 and R 15 have the same definitions and sub-definitions as substituents X, n, 
R 1 , R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceutically-acceptable 
25 salts, tautomers and prodrugs thereof. 

[0067] Within this subclass of compounds, a preferred group of compounds consist of tnOSe compounds of Formula 
VA and VB: 
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wherein R 13 . R 14 and R 15 are as defined above, and the pharmaceuticaily-acceptable salts, tautomers and pro- 
drugs thereof. 

[0068] Within this subclass of compounds, a more preferred group of compounds consists oi those compounds of 
Formula VC: 




vc 



and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Preferably, (a) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 5-position, or 
(b) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 3-position, or (c) one 
fluoro radical is present at the 3-position and the other fluoro radical is present at the 5-position. 
[0069] Preferred species within this subclass include, but are not limited to: 



2,5-difluoro-4-[4-5-oxo-2,5-dihydro-3-furanyl]ben2enesulfonamide; 

2,5-difluoro-4-[4-(3-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 1 5-difiuoro-4-[4'(4-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]ben7enesulfonamide: 

2.5-difluoro-4-[4-(3-bromophenyl)-5-oxo-2 ( 5-dihydro-3-furanyl)ben2enesulfonamide; 

2.5-difluoro-4-[4-(4-bromophenyI)-5-oxo-2 f 5-dihydro-3-furanyl]benzenesulfonamide; 

2.5-difluoro-4-[4-(3-f!uorophenyl)-5-oxo-2.5-dihydro-3-furany!]ben2enesulfonamide; 

2.5-difluoro-4-f4-(4-fluorophenyl)-5-oxo-2,5-dihydro-3'furany!|benzenesutfonamide; 

2,5-difluoro-4-[4-(3-methylphenyl)-5-oxo-2 : 5-dihydro-3-furanylJbenzenesulfonamide; 

2 ! 5-difluoro-4-(4-(4-methylphenyl)-5-oxo-2,5-dihydro-3-furanylJbenzenesulfonamide; 

2 ; 5-difluoro-4-[4-(3-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesu!fonamtde; 

2 ; 5-difluoro-4-[4-(4-cyanophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 r 5-difluoro-4-[4-(3-trifluoromethylphenyl)-5-oxo-2 ? 5-dihydro-3-furanyl]benzenesulfonamide; 

2.5-difluoro-4-[4-(4-trif!uor6methylphenyl)-5-oxo-2 ! 5-dihydro-3-furanyI]benzenesulfonamide; 

2.5-difluoro-4-[4-(3-trifluoromethoxyphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(44rifluoromethoxyphenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(3.4-dichlorophenyl)-5-oxo-2 ; 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ; 5-difluoro-4-[4-(3.4-dibromophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; . 

2.5-difluoro-4-[4-(3.4-difluorophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 

2.5-difluoro-4-[4-(3.5-dichlorophenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 5-difluoro-4-[4-(3.5-dibromophenyl)-5-oxo : 2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 5-difluoro-4-[4-(3.5-difluorophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesul(onamide; 

2.5-difluoro-4-[4-(3.4-dimethylphenyl)-5-oxo-2.5-dihydro-3-furanylJbenzenesulfonamide; 

2.5-Qinuuro-4-i4-(3 ; 5-dimethylphe 

2.5-difluoro-4-[4-(3-methyl-4-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2.5-difluoro-4-[4-(4-methyl-3-chlorophenyl)-5-oxo-2,5-dihydro-3-furanyi]benzenesulfonamide; 

2 ! 5-difluoro-4-[4-(3-mcthyl-4-fluorophenyl)-5-oxo-2 ; 5-dihydro-3-furanyl]benzenesulfonamide; 

2,5-difluoro-4-[4-(4-methyl-3-fluorophenyl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonamide; 

2.5-difluoro-4-[4-(3-methy.l-4-bromophenyl)-5-oxo-2 ? 5-dihydro-3-furany!Jben2enesulfonamide; 

2.5-difluoro-4-[4-(4-methyl-3-bromophenyl)-5-oxo-2 f 5-dihydro-3-furanyIJbenzenesulfonamide; 

2 < 5-difluoro-4-[4-(3-methyl-4-trifluorome^ 

2,5-dmuoro-4-[4-(4-methyl-3-trifluorome^ 

2.5-difluoro-4-[4-(3-methyl-4-trifluoromethoxyphenyl)-5-oxo-2 t 5-dihydro-3-furanyl]ben2enesulfonamide; 
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2.5-difluoro-4-[4-(4-me1hyl-3-Irifluofomethoxyphenyl)-5-oxo-2.5-dihydro-3-furanylJbeo7enesulfonamide 

2.5-difluoro-4-[4-(3-cyano-4-methy!phenyl)-5-oxo-2.5-dihydro-3-furanyl]ben2enesulfonamide 

2,5-difluoro-4-[4-(4-cyano-3-methylphenyl)-5-o)(o-2.5-dihvdro-3-iuranylJben2en t su!lonamide 

2.5-difiuoro-4-[4-(3-chloro-4-methoxyphenyl)-5-oxo-2.5-dihydro-3-furanylJbenzenesulfonamide 

2,5-difluoro-4-f4-(4-chloro-3-methoxyphenyl)-5-oxo-2,5-dihydro-3-( U ranyl|benzenesulfonamide 

2,5-difluoro-4-[4-(2-methylpyhdin-6-yl)-5-oxo-2,5-dihydro-3-(uranyl)benzenesulfonamide 

2.5-difluoro-4-(4-(2-methylthia2ol-4-y!)-5-oxo-2.5-dihydro-3-furanv!|bcrtJor.esu»onamidc ; 

2,5-difluoro-4-[4.(4-methy!thiazol-2-yl)-5-oxo-2.5-dihydro-3-furanyl]ben2enesuHonamide 

2,5-difluoro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2.5-dihydro-3-furanyl)benzenesulfonamide 

2,5-d l fluoro-4-[4.(2-methy!pyr!Hin-3-y!)-5-oxo-2,5-d:hydro-3.f U rany!]b8nzenc-3ulfon 

2 : 5-difluoro-4-[4-(3-pyridinyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesul(onamide 

2,5-difluoro-4-[4-(5-methylpyridin-3-yl)-5-oxo-2,5-dihydro-3-furanyljbenzenesulfonamidG- 

2 : 5-difluoro-4-[4-(2-methylpyridin-3-yl)-5-oxo-2 ! 5-dihydro-3-furanyl]benzenesulfonamide- 

2,5-difluoro-4-[4-cyclohexyl-5-oxo-2.5-dihydro-3-furanyl]benzenesulIonamide 

2,5-difluoro-4-(4-cyclopentyl-5-oxo-2.5-dihydro-3-furanyljbenzenesulfonamide 

3-phenyl-4-[3.5-difluoro-4-(methylsul(onyl)phenyl]-2(5H)-furanone: 

3-(3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanone. 

3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsul(onyl)phenyl)-2(5H)-furanone! 

3-(3-bromophenyl)-4-[3,5-dinuoro-4-(melhylsuironyl)phenyl|-2(5H)-furanone; 

3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone: 

3-(3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone: 

3-(4-fluorophenyt)-4-f3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone: 

3-(3-methylphenyl)-4-f3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-methylphGnyl)-4-[3,5-difluoro-4-(methylsutfonyl)phenyl]-2(5H)-furanone,' 

3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone: 

3-(4-cyanophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyij-i(5H)-furanone: 

3-(3-tri(luoromethylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-trilluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone' 

3-(3-tri(luoromethoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone 

3-(4-tnfluoromethoxyphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-fijranone; 

3-(3,4-dichlorophenyl)-4-(3,5-difluoro-4-(methylsulfonyl)phenylj-2(5H)-furanone 

3-(3.4-dibromophenyl)-4-[3.5-difluoro-4-(methylsu)fonyl)phenyl]-2(5H)-furanone 

3-(3,4-difluorophenyl)-4-f3,5-difluoro-4-(methylsutfonyl)phenyl|-2(5H)-furanone: 

3-(3.5-dichloropnenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone- 

3-(3.5-dibromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanone 

3-(3,5-difluorophenyl)-4-[3.5-difluoro-4-(methylsul(onyl)phenyl]-2(5H)-furanone- 

3-(3,4-dimethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenylJ-2(5H)-furanor,e- 

S-fS^-dimethylphenyO^-p^-difluoro^-tmethylsulfonyOphenylJ^fSHJ-furanone' 

3v(3-methyl-4-chlorophenyl)-4-[3,5-difluoro-4-(methylsul(onyl)phenyl]-2t5H)-furanone- 

3-(4-methyl-3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone : 

3-(3-methyl-4-fluorophenyl)-4-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone 

3-(4-methyl-3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone : 

3-(3-methyl-4-bromophenyl)-4-l3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanone' 

3-(4-methyl-3-bromophenyl)-4-t3,5-di}luoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone : 

3-(3-methyl-4-trifluorom e ihylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanone 

3-(4-meihyl-3-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl].2(5H)-furanone : 

3-(3-melhyl-4-lri(l U oromelhoxyphenyl)-4-[3 ! 5-difluoro-4-(melhylsuironyl)phenyll-2(5H)-luranone 

3-(4-methyl-3-Vif!.-rom e thoxyphenyl)-4-f3 r 5-difluoro-4.(methyl S ulfonyl)Dhenvll-2f5H)-furanone : 

3-(3-cyano-4-methylphenyl)-4-[3,5-dif| l ioro-4-(methylsulfonyl)phenyl|-2(5H)-furanone 

3^4-cyano-3-methylphenyl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyll-2(5H)-fi;ranone-' 

3-(3-chloro-4-methoxyphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyll-2(5H)fiiranone- 

3-(4-chloro-3-mcthoxyphonyl)-4-(3,5-difluoro-4.(methylsulfonyl)phonylj-2(5H)-furanone : 

3-(2-meIhylpyridin-6-yl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenylJ-2(5H)-furanone- 

3-(2-m e thylth l azol-4-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone-' 

3-(4-methylthiazol-2-yl)-4-f3,5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone : 

3-(2-methylpyr.din-3-yl)-4-[3,5-difluoro-4.(methylsulfonyl)phenyl]-2(5H)-furanon e 

3-(2-methylpyridin-3-yl)-4-[3..5-difluoro-4-(methylsu!fonyl)phenyl]-2(5H)-furanone : 

3-(3-pyndinyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenylj-2(5H)-furanone 
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3-(5-methylpyridin-3-yi)-443 : 5-difluoro-4-(methylsulfonyOphenyl)-2(5H)-furanone; 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-cyclohexyl-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanon9: 

3-cyclopenty!-4-[3.5-difiuoro-4'(methylsulfonyl)phenyl]-2(5H)-furanone: 

2,6-difluoro-4-[4-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(3-chlorophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 

2.6-diflucrc- / !-[ / !-( /, -c^!orophenyl)-5-r>vn-2 5-dihydro-3-furanyl]benzenesulfonamide; 

2.6-difluoro-4-[4-(3-bromophenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-444-(4-bromopheny!)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difiucrc- y 1-[ / !-(3-f!uoropheny!)-5-oxr»-9 5-dihydrn-3-furanyl]benzenesuffonamide; 

2 ; 6-difluoro-4-[4'(4-fluoropheny!)-5-oxo-2 ; 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(3-methylphenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-dif!uoro-4-[4-(4-methylphenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-dif!uoro-4-[4-(3-cyanophenyl)-5-oxo-2 ? 5-dihydro-3-furanyl]benzenesulfonamide; 

2 I 6-difluoro-4-[4-(4-cyanophenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 6-dif!uoro-4-[4-(3-trifluoromethylph^^ 

2,6-difluoro-4-[4-(4-triffuoromet^ 

2.6-difluoro-4-[4-(3-trifluorpmethoxyphenyl)-5-oxo-2 ? 5-dihydro-3-turanyf]benzenesulfonamide 

2 ! 6-difluoro-4-[4-(44rifluoromethoxyphenyl)-5-oxo-2,5-dihydro-34uranyl]benzenesulfonamide; 

2 ! 6-difluoro-4-[4-(3 l 4-dichlorophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide^ 

2 ! 6-difluoro-4-[4-(3,4-dibromophenyl)-5-oxo-2 1 5-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-difluoro-4-[4-(3,4-difluorophenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamide; 

2 ! 6-difluoro-4-[4-(3 t 5-dichlorophenyl)-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 ; 6-difluoro-4-[4-(3 f 5-dibromophonyl)-5-oxo-2,5-dihydro-3-furanyi]benzenGsulfonamide; 

2 ; 6-difluoro-4-[4-(3,5-difluorophenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesuifonamide; 

2.6-difluoro-4-[4-(3,4-uimetMyi^^^ 

2.6-difluoro-4-[4-(3,5-dimethylphenyl)-5-oxo-23-dihydro-3-furanyl]benzenesulfonamide; 

2 : 6-djtluoro-4-[4-(3-methyl-4^hlorophenyl)-5-oxo-25-dihydro-3-furanyl)benzenesutfonamide; 

2.6-dif!uoro-4-[4-(4-methyl-3-chlora^ 

2 : 6-difluoro-4-[4-(3-methyl-4-fluoroph^^ 

2.6-difluoro-4-[4-(4-methyl-3-fluoropheny^^ 

2.6-difluoro-4-[4-(3-methyl-4-bromophenyl)-5-oxo-2.5-dihydro-3-fjranyl)benzenesulfonam 

2.6*djfluoro-4-f4-(4-methyl-3-bromophenyl)-5-oxo-2,5-dihydro-34uranyl]benzenesulfonamide; 

2.6-difluoro-4-[4-(3-methyl-44rifluoro 

2.6-difluoro-4-[4-(4-methyl-3-trifluorom^ 

2.6-dif!uoro-4-[4-(3Tnethyl-44rifluorometho 

2 ; 6-difluoro-4-[4-(4MTiethyi-3-trifluorom 

2 ; 6-difluoro-4-[4-(3<;yano-4-methylphenyl)-5^ 

2.6-difluoro-4-[4-(4-cyano-3-methylphenyl)-5-oxo-2,5-dihydro-34uranyl]benzenesulfonamide; 
2.6-difluoro-4-[4-(3-chloro-4-methoxyphenyl)-5-oxo-2 : 5-dihydro-3-furanyl]benzenesulfonamid 
2 ; 6-difluoro-4-[4-(4-chloro-3-methoxyphenyl)-5-oxo-2.5-dihydro-3-furanyl]benzenesulfonamide; 
2 : 6-difluoro-4-[4-(2-methylpyridin-6-y^^ 

2.6-difluoro-444-(2-methylthiazol-4-y|)>5-oxO"2.5-dihydro-34urany!]benzenesulfonamide; 
2.6-difiuoro-4-[4-(4-methylthiazol-2^I)-5-oxo-2 5-dihydrO'3-furanyi]benzenesulfonamide; 
2 ? 6-difluorb-4-[4-(2-methyipyridin-3-yt)-5-oxo 
2 : 6-difluoro-4-[4-(2M7iethylpyridin-3~yl^ 

2 ; 6-difluoro-4-[4-(3-pyridinyl)-5-oxo-2,5-dihydro-3-furany!]benzenesulfonamide; 

2 ? 6-dif!L!oro-4-[4-(5-methylpyrid:n-3-yl)-5-oxo-2.5-dihydro-3-furany!]benzenesulfonam 

2 r 6-difiuoro-4-[4-(2-methytpyridin-3-yl)-5-oxo-23-dihydro-34uranyl]benzenesulfonamide; 

2 : 6-dif{uoro-4-[4-cyclohexyl-5-oxo-2,5-dihydro-3-furanyl]benzenesulfonamide; 

2 s 6-difiuoro-4-[4-cyclopentyl-5-oxo-2,5-dihydro-3-furany!)benzenesuifonarnide; 

3-phonyl-4-[3,6-difluoro-4-(mcthylsu]fonyl)pncnyl]-2(5H)-furanonc: 

3-(3-chlorophenyl)-4-[3 r 6-difluoro-4-(methylsutfonyl)phenylj-2(5H)-furanona; 

3-(4-chtorophenyl)-4-[3,6-difluoro-4-(methylsuifonyl)phenyl]-2(5H)-furanone: 

3-(3-bromophenyl)-4-[3 ? 6-difluoro-4-(methylsulfonyl)phenyj|-2(5H)-furanone; 

3-(4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)4uranone; 

3-(3-fluorophenyl)-4-[3.6-difIuoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]'2(5H)-furanone: 
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3-(3-methylphenyl)-4-[3,6-diflLioro-4-(merhylsulfonyl)phenyl]-2(5H)-furanone; ' 

3-(4-methylphenyl)"4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-cyanophenyl)-4-[3,6-difluoro-4-(methy!sulfonyl)phenylJ-2(5H)-furanone; 

3-(4-cyanopheny!)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-trifluoromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyll-2(5H)-furanone; 

3-(4-trifiuoromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyOphenyl].2(5H)-furanone; 

3-(3-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl]-2(5H)-furanone; 

3-(4-trifluoromethoxyphenyl)-4-[3 ! 6-difluoro-4-(methytsulfonyl)phenyl]-2(5H)-furanone; 

3-(3.4-dichlorophenyl)-4-[3,6-difluoro-4-(methy(sulfonyl)phenyl]-2(5H)-furanone;, 

S^S^-dibromophenylH-p^-difluoro^-fmethylsulfonylJphenyll^SHJ-furanone 

S-fS^-difluorophenyO^-p^-difluoro^^methylsulfonyOphenyll^tSHj-furanone; 

3-(3 5 5-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3,5-djbromophenyl)-4-[3,6-difluoro-4-(methylsulfcnyl)pheny!]-2(5H)-furanone; 

3-(3.5-difluorophGnyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3,4-dimethylphenyl)-443 ! 6-difluoro-4-(methylsulfonyl)phenylJ-2(5H)-furanone; 

3*(3 ! 5-dimethylphenyl)-4*-[3 ! 6-dif!uoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(3-methyl-4<>hlorophenyl)-4-[3.6-difluo^ 

3-(4-methyl-3-chlorophenyl)-4-[3.6-difluo^^ 

S-^-malhyM-fluorophenylM^S^im^ 

3-(4-methyl-3-fluorophenyl)-4^ 

3 -(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl] -2(5H)-furanone; 

3-(4-methyl-3-bromophenyl)-4-[3 ; 6-difluoro-4-(m^ 

3-(3-methyi-4-trlfluoromethylp^ 

3-(4-methyl-3-trifluoromethylphenyl)-4-^ 

3-(3-methyl-4-trifluoromethoxyphenyt)-4-[3 : ^^ 

3-(4-methyl-3-trifluoromethoxyphenyf^^ 

3-(3-cyano-4-methylphenyl)-4-[3 : 6-difluoro^ 

3-(4-cyano-3-methylphenyl)-4-[3,6^ 

3-(3-chloro-4-methoxyphenyl)-4-[3 t 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(4-chloro-3-methoxyphenyl)-4-[3 r 6-difluoro-4-(methylsulfonyl)phenyl)-2(5H)-furanon 

3-(2-methylpyridin-6-yl)-4-[3.6-difluoro-4-(methylsuIfonyl)phenyl]-2(5H)-furanone: 

3-(2-methylthiazol-4-yl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyi]-2(5H)-furano 

3-(4-methylthiazol-2-yl)-4-f3 f 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone; 

3-(2-methy!pyridin-3-yl)-4-[3 : 6-difluoro-4-(methyisulfonyl)phenyl]-2(5H)-furanone; 

3-(2-methylpyridin-3-yl)-4-[3 : 6-difl^^ 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2(5H)-furanone. 
. 3-(5-methylpyridin-3-yt)-4-[3 ; 6-difluoro-4-(methylsulfonyl)phenyl]-2(5H).furanone^ 
3-(2-methylpyridin-3-yl^4-[3 : 6-difluoro-4-(methylsulfonyl)pheny!]-2(5H)4uranone: 
S-cyclohexyl^-fS^-djfluoro^^methylsulfonyOphenylJ^fSHl-furanone: 
S-cyclopentyl^-tS.e-difluoro^-fmethylsulfonyOphenyll^fSHJ-furanone: 

and the pharmaceutically-acceptable salts : tautomers and prodrugs thereof. 

Cyclopentenes 

[0070] In still another embodiment, the present method of treating cyclooxygenase-2 mediated disorders comprises 
administering to the subject a Iherapeulically-effeclive amount or one or more compounds selected from a subclass 
of compounds of Formula I corresponding to Formula VI: 
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>18 




wherein substituents X, n, R 16 : R 17 and R 1S have the same definitions and sub-definitions as substituents X, n, 
R 1 ; R 3 and R 2 , res$ edfively, set forth above for the compounds of Formula I. and the pharmaceuticaliy-acceptabie 
salts, tautomers and prodrugs thereof. 

[0071 J Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 
VIA: , 




VIA 



wherein R 16 , R 17 and R 18 are as defined above : and the pharmaceutical^ acceptable salts, tautomers and pro- 
drugs thereof. 

[0072] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula VIB: 




VIB 



and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Preferably, (a) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 5-position, or 
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(b) one fluoro radical is present at the 2-positicn and the other fiuoro radical is present at the 3-position, 
fluoro radical is present at the 3-positicn and the other fluoro radical is present at the 5-postiion. 
[0073] Preferred species within this subclass n .elude, but are not limited to: 

2.6-difluoro-4-f2-phenylcyclopenten-1-yllbenezenesulfonamide: 
2.6-difluoro-4-[2-(3-chlorophenyi)cyc!openten- 1 -yljbenezenesulfonamiae: 
2.6<Wluoro-4-{2-(4<:hlorophenyl^^ 

2.6-difluoro-4-[2-(3-bromophenyl}cyclopenten-1-y!]benezenesulfonamide: 

2.6-difluoro-4-[2-(4-bromophenyl)cyclopenten-1-yl]benezenes , jlfonanriide: 

2^-diiiuoro-4-L2-(3-fiuoropheny!^cyc!cpentcn-1-y!]ben9zene 

2.6-difluoro-4-[2-(4-fluorophenyl)cyc*lopenten-1 -yljbenezenesulfonamide: 

2.6-difluoro-4-[2-(3-methylphenyl)cyclopenten-1 -yljbenezenesulfonamide: 

2.6-difluoro-4-[2-(4-methylphenyl)cyclopenien-1-yl]benezenesulfonamide: 

2.6-difluoro-4-[2-(3-cyanopheny'.)cyclopenten-1-yl]bene2enesulfonamide: 

2,6-difluoro-4-[2-(4-cyanophenyl)cyclopenten-l-yl|benezenesulfonamide: 

2.6-difluoro-4-[2-(3-tri1iuoromethylphenyl)cyciopenten-1-yl]benezenesulfonamide; 

2^6-dlfluoro-4-[2-(4-trifluoromethylphenyl)cyciopenten-l-yl]benezenesulfonamide; 

2.6-difluoro-4-[2-(3-trifiuoromethoxyphenyl)cyclopenten-1-yl]benezenesutfonamide; 

2.6-difluoro-4-[2-(4-lrifluoromelhoxyphenyl)cyclopenten-1-yl]benezenesulfonamide; 

2,6-difluoro-4-[2-(3,4-dichlorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 

2.6-difluoro-4-[2-(3.4-dibromophenyl)cyclopenten-1-yl]benezenesulfonamide; 

2.6-difluoro-4-[2-(3,4-difluorophenyl)cyclopenten-1-yl]benezenesulfonamide; 

2^6-diftuoro-4-[2-(3,5-dichlorophenyl)cyc!openten-1-yl)benezenesulfonamide; 

2.6-difluoro-4-[2-(3 ! 5-dibromophcnyl)cyclopcntcn- 1 -yl]bcnczcncsulfonamidc; 

2*6-difluoro-4-[2-(3 ; 5-difluorophenyl)cyclopenten- 1 -yl]benezenesulfonamide; 

2.6-difluoro-4-[2-(3 T 4-dimethylphenyi^ 

2 l 6-difluoro-4-[2-(3.5-dimethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 

2.6-difluoro-4-[2-(3-methyl-4-chlorophenyi)cyciopenten-1-yl]benezenesulfonamide; 

2.6-difluoro-4-[2-(4-methyl-3-chlorophenyl)cyclopenten-1-yl]bene7enesulfonamide: 

2.6-difluoro-4-[2-(3-methyl-4-fluorophenyl)cyclopenten-1-yl)benezenesulfonamide; 

2.6-difluoro-4-[2-(4'methyl-3-fluorophenyl)cyclopenten-1-yllbenezenesulfonamide: 

2.6-difluoro-4-[2-(3-methyl-4-bromophenyl)cyclopenten-1-y!]benezenesulfonamide: 

2.6-difluoro-4-[2-(4-melhyl-3-bromophenyl)cyclopenten-1-yllbenezenesulfonamide; 

2 6-dif!uoro-4-[2-(3-methyl-44rifluoromethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 

2!6-difluoro-442-(4-methyl-3-trifluoromethylphenyl)cyclopenten-l-yl]benezenesulfonamide: 

2.6 j difluoro-4-[2-(3-methyl-4-trifluoromethoxyphenyl)cyclopenten-1-yllbenezenesu!fonamide: 

2!6-difluoro-4-[2-(4-methyl-34rifluoromethoxyphenyl)cyclopenten-1-yl]benezenesulfonamide: 

2.6-difluoro-4-[2-(3-cyano-4-methylphenyl)cyclopenten-1 -yl]benezenesulfonamide; 

2,6-difluoro-4-[2-(4-cyano-3-methylphenyl)cyclopenten-1 -yljbenezenesulfonamide: 

2.6-difluoro-4-[2-(3-chloro-4-methoxyphenyl)cyclopenten-1^yl]benezenesulfonamide; 

2,6-difluoro-4-[2-(4-ch!oro-3-methoxyphenyl)cyclopenten-1 -yl]benezenesulfonamide: 

2 T 6-difluoro-4-[2-(2-methylpyridin-6-y!)cyclopenten>1-yl]benezenesulfonamide; 

2.6-difluoro-4-l2-(2-methylthiazot-4-yl)cyclopenten-1-yi]benezenesulfonamide; 

2.6-difluoro-4-[2-(4-methylthiazol-2-yl)cyclopenter.-Vyl]benezenesutfonamide; 

2,6-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesutfonannide; 

2.6-diriuoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl)benezenesulfonamide; 

2.6-difluoro-4-[2-(3-pyridinyl)cyclopenten-1 -yljbenezenesulionamide; 

2.6-difluoro-4-[?-(5-methylpyridin-3-vl)cyclopenien-1-yi]benezenesulfonamide; 

2,6-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesulfonamide; 

2.6-difluoro-4-[2-cyclohexylcyclopenten-1 -yljbenezenesutfonamide: 

2.6-difluoro-4-[2-cyclopentylcyclopenten-1 -yljbenezenesulfonamide; 

4-f5-phcnyl-1 ,4-cyclopcntadicnyl]-2 : 6-fluorophcnyl methyl sulfonc; 

4-[5-(3-chioropheny!)-1 ,4-cyclopentadienyl]-2.6-fluorophenyl methyl sulfone; 

4-[5-(4-ch!orophenyl)-1 .4-cyciopentadienyl]-2.6-fluorophenyl methyl sulfone; 

4-[5-(3-bromophenyl)-1 ^-cyclopentadienyll^.G-fluorophenyl methyl sulfone; 

4-[5-(4-bromophenyl)-1 ,4-cyclopentadienyl]*2 ( 6-fluorophenyl methyl sulfone; 

4-[5-(3-fluorophenyl)-1,4-cyclopentadienyl)-2.6-fluorophenyl methyl sulfone; 

4-[5-(4-fluoropheny!)-1 .4-cyclopentadienyl]-2.6-fluorophenyl methyl sulfone; 
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4-[5-(3-methylphenyl)-1 .4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methylphenyl)-1 ^-cyclopentadienyll^.S-fluorophenyl methyl sulfone; 
4-[5-(3-cyanophenyl)-1 ^-cyclopentadienylj^^-fluorophenyl methyl sulfone; 
4-[5-(4-cyanophenyl)-1 .4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone: 
4-[5-(3-trifluoromethylphenyl)-1 .4-cyclopentadienyll-2.6-fluorophenyi methyl sulfone: 
4-[5-(4-trifluoromethylphenyl)-1 ,4-cyclopentadienyl]-2.6-fluoropheny! methyl sulfone; 
4-[5-(3-trifluorornethoxyphenyl)-1 ? 4.-cyctopentadienyli-2.S-fluoropnenyl methyl sulfone; 
4-[5-(4-trifluoromethoxyphenyl)-1 : 4-cyclopentadieny|]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 4-dichlorophenyl)-1 t 4-cyciopentadienyl]-2,6-fliJorophenyl methyl sulfone; 
4-[5-(3 : 4-dibromophenyl)-1 } 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone: 
4-[5-(3 : 4-difluorophenyl)-1 ^-cyclopentadlenylj^^-fluorophenyl methyl sulfone: 
4-[5-(3 ; 5-dichlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dibromophenyl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-difluorophenyl)-1 ^-cyclopentadienyll^^-fluorophenyl methyl sulfone; 
445-(3 : 4-dimethy!phenyl)-1,4-cyclopentadienylj-2,6-f!uorophenyl methyl sulfone; 
4-[5-(3 : 5-dimethylphenyl)-1 ,4-cycfopentadienyl]-2,6-fluoropheny! methyl sulfone; 
4-[5-(3-methyl-4-chlorophenyl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-chlorophenyl)-1- f 4-cyc!opentadlenyl]-2 ! 6-fluorophenyl methyl sulfone; 
4-[5-(3-melhyl-4-fluorophenyl)-1 , ! 4-cyclopenladienyl]-2.6-riuorophenyl methyl sulfone; 
4-[5-(4-methyl-3-fluorophenyl)-1 ^-cyclopentadienylj^^-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-bromophenyl)-1 ,4-cyclopentadienyl}-2,6-fiuorophenyl methyl sulfone; 
4-[5-(4-methyl-3-bromophenyl)-1 t 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-methyl-4-trifluoromethylphenyl)-1 ,4-cyclopenUKiienyl]-2 t 6-fluorophenyI methyl sulfone; 
4-[5-(4-mcthyl-3 -trlfluoromethylphonyl)-1 ,4-cyclopentadionyl]-2 s 6-fluorophenyi methyl sulfone; 
4-[5-(3-methyl-4-trifluoromethoxyphenyl)-1 ,4-cyclopentadienyl]-2 ; 6-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-:vtnfluornmeth^ methyl sulfone; 

4-[5-(3-cyano-4-methylphenyl)-1 ,4-cyclopentadienyl]-2 T 6-fluorophenyl methyl sulfone; 
4-[5-(4-cyano-3-methylphenyl)-1 ,4-cyclopentadienyl]-2.6-fluorophenyl methyl sulfone; 
4-[5-(3>chloro-4-methoxyphenyl)-1 ,4-cyclopentadienyl]-2,6-fluoroohenyl methyl sulfone; 
4-[5-(4-chloro-3-methoxyphenyl)-1 ,4-cyclopentadienyl]-2.6-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-6-yl)-1 : 4-cyclopentadienyl]-2,6-fluoropheny! methyl sulfone: 
4-[5-(2-methytthiazol-4-yl)-1 ,4-cyclopentadienyll-2,6-fluorophenyl methyl sulfone; 
4-[5-<4~methylthiazol-2-yl)-1 ,4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,6-f1uorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(3-pyridinyl)-1 ^-cyclopentadienylj^^-fluorophenyl methyl sulfone; 
4-[5-(5-methylpyridin-3-yl)-1 : 4-cyclopentadienyl]-2,6-fluorophenyl methyl sulfone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-cyclopentadienylJ-2,6-fluorophenyl methyl sulfone: 
4-[5-cyclohexyl-1 ,4-cyclopentadienyi)-2,6-fluorophenyl methyl sulfone; 
4-[5-cyclopentyl-1 ,4-cyclopentadienyI]-2,6-fluorophenyl methyl sulfone; 
2 ; 5-difluoro~4-[2-phenylcyclopenten- 1 -yljbenezenesulfonamide; 
2 ! 5-difluorO"4-[2-(3-chlorophenyl)cyclopenten-1-ylJbenezenesulfonamide; 
2 : 5-difluoro-4-l2-(4-chlorophenyl)cyclopenten-1-yl]bene2enesulfonamide; 
2.5-dlfhJoro-4-[2-(3-bromophenyl)cyclopenten-l-yl]benezenesulfonamide; 
2 ; 5-difluoro-4-[2-(4-bromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 ! 5-difluoro-4-[2-(3-fluorophenyl)cyclopenten-1-yl]bene2enesulfonamide; 
2 ! 5-difIuoro-4-[2-(4-fluorophenyl)cyclopenlen-1-yl]benezenesulfonamide; 
2 : 5-difluoro-4-[2-(3-methylphenyl)cyclopenten-1-ylJbenezenesulfonamide; 
2 J 5-difluoro-4-[2-(4-methylphenyl)cyclopenten-1-yl]benezenesulfonamide: 
2 ! 5-difluoro-4-[2-(3-cyanophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 s 5-difluoro-4-[2-(4-cyanophenyl)cyclopentenTl-yllbenezenesulfonamide; 
2.5-dlfluoro-4-[2-(3-trifluoromethylphenyl)cycl6penten-1-yl]benezenesulfonamide; 
2 f 5-dlfluoro-4-[2-(4-trifluoromethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 J 5-difluoro-4-[2-(3-trifluoromethoxyphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2 ! 5-difluoro-4-[2-(4-trifluoromethoxyphenyl)cyclopenten-1>yl]benezenesulfonamide; 
2 : 5-difluoro-4-[2-(3,4-dichlorophenyl)cyclopenten-1 -yljbenezenesulfonamide; 
2 ; 5-drfluoro-4-[2-(3 ( 4-dibromophenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,5-difluoro-4-[2-(3,4-difluorophenyl)cyclopenten-1-yl]benezenesulfonamide; 



47 



EP 1 251 126 A2 



2,5-difluoro-4-[2-(3 : 5-dichlorophenyl)cyclopenten-1-yl]bene7enesulfonamide; 

2 t 5-difluoro-4-[2-(3 ? 5-dibromophenyl)cyclopenten-1>yl]benezenesulfonamide; 

2,5-difluoro-4-[2-(3.5-difluorophenyl)cyclopenten-1-yl]benezenesulfonamide: 

2.5-difluoro-4-[2-(34-dimethylphenyi)cyclopenten-1-yl]bene2enesulfonamide; 

2 l 5-difluoro-4-[2-(3.5-dimethylphenyl)cyclopenten-1-yl]benezenesulfonamide; 
2,5-diffuoro-4-[2-(3-methyl-4-ch^ 

2,5-difluoro-4-f2-(4-methyl-3-chloroohenvl)cyclopenten-1-yl]benfiZftn 

2,5-difluoro-4-[2-(3-methyl-44!uorophenyl)cyclopenten-1-yl|benezenesulfonamid^ 
2.5<Jifluoro-4-[2-(4-methyl-3-fluo^^ 

2,5<iifluoro-4-[2-(3-methyl-4-bromoDhen^ 

2,5-difluoro-4-[2-(4.methyl-3-bromophenyl)cyclopenten-1-yl]benezenesuffonam 

2,5<fifluoro-4-[2-(3HTiethyl-4-trifluorom 

2,5<iifluoro-4-(2-(4-methyl-3-trif^ 

2,5<iifluoro-4-[2-(3-methyJ-4-trifluorom 

2 t 5-difluoro«4H2-(4-meihyl-34rif!uoromethoxyphenyl)cyclopenten-1-y!Jbenezenesulfon 

2,5-difluoro-4^2-(3-cyano-4-methylphenyl)cyc}openten-1-yI]benezenesulfonamide; 

2,5-dffluoro-4-t2-(4-cyano-3-methylphenyI)cyclopenten-1>yl]benezenesulfonam 

2,5-difluoro-4-[2-(3-chloro-4-me!hoxyphenyl)cyclopenten-1-yl]benezenesulfon 

2 ( 5-diNuoro-4-[2-(4K:hloro-3-melhoxyphenyf)cyclopenten-1-yl]benezenesuffonamide; 

2,5-difluoro-4-[2-(2-methylpyridin-6-yl)cyclopenten-1-yl]benezenesuffonam 

2,5-difluoro-4-[2-(2-methyIthiazol-4-yl)cyclopenten-1-yl]benezenesulfonamide; 

2,5-difluoro-4-[2-(4.methylthiazol-2-yi)cyclopenten-1^l]benezenesulfonamide; 

2,5-difluoro-4-[2-(2-methylpyridin-3-yl)cyclopenten-1-yl]benezenesulfonamide; 

2 l 5-dif(uoro-4-[2-(2-methylpyridin-3-yl)cyclopentcn-1-yl]benezenesulfonamide; 

2,5-difluoro-4-t2-(3-pyridinyl)cyclopenten-1-yl]bGnezenesuffonamide; 

2 t 5-difluoro-4-[2-(5-methylpyridin-3-yf)c>'c!opcntcn-1 ylJbGnszsnssulfonamide; 

2,5-difluoro-4-f2-(2-methylpyridin-3-yl^ 

2,5-difluoro-4-[2-cyclohexylcyc!openten-1-yl)benezenesulfonamide; 

2,5-difluoro-4-[2-cyclopentylcyclopenten-1-yl]benezenesulfonamide; 

4-[5-phenyl-1,4-cyclopen{adienyl)-2 f 5-fluorophenyi methyl sulfone; 

4-[5-(3-ch!oropheny!)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 

4-[5-(4-chlorophenyl)-1 a-cyclopentadienylJ^S-fluorophenyl methyl sulfone; 

4-[5-(3-bromopheny!)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 

4-[5-(4-bromophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyf methyl sulfone; 

4-[5-(3-fluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone;' 

4-[5-(4-fluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 

4-[5-(3-methyIphenyl)-1 ^-cyclopentadienylJ^S-fluorophenyl methyl sulfone; 

4-[5-(4-methylphenyl)-1 ,4-cyclopentadienyl]-2 r 5-fluorophenyl methyl sulfone; 

4-[5-(3-cyanophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone;' 

4-[5-(4-cyanophenyl)-l ,4-cyclopentadienyl] -2.5-fluorophenyl methyl sulfone; 

4-[5-(3-trifluoromethy!phenyl)-1 4-cyclopentadienyt]-2,5-fluorophenyl methyl sulfone- 

4-[5-(4-trifluoromethylphenyl)-1 ^-cyclopentadienylJ^.S-fluorophenyl methyl sulfone: 

4-i5-(3-trifluoromethoxyphenyl)-1 .4-cyclopentadienyl]-2,5-fluorophenyI methyl sulfone: 

4-[5-(4-trifluoromethoxypheny!)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone: 

4-[5-(3 : 4-dichlorophenyl)-1 ^-cyclopentadienylj^S-fluorophenyl methyl sulfone: 
4-[5-(3 : 4-dibromophenyl)-l ,4-cyclopentadienyl]-2.5-fluorophenyl methyl sulfone: 
4-[5-(3 : 4-difluorophenyl).1 ,4-cyciopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dichlorophenyl)-1 ,4-cyclopentadienyl]-2 ? 5-fluorophenyl methyl sulfone; 
4-[5-(3 : 5-dibromophenyl)-1 ,4-cyclcpentadienyl]-2 ; 5-fluorophen'yl methyl sulfone; 
4-[5-{3 ; 5-difluorophenyl)-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone: 
4-[5-(3 ! 4-dimethylphenyl)-1 ^-cyclopentadienyll^S-fluorophenyl methyl sulfone; 
4-[5-(3 ; 5-dimcthylphcnyl)-1 ,4-cyclopcntadienyl]-2 f 5-fluorophcnyl methyl sulfone; 
4-[5-(3-methyl-4-chlorophenyl)-1 ; 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-chlorophenyl)-1 : 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone! 
4-[5-(3-methyl-4-fluorophenyl)-l ^.cyclopentadienylj^^-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-fluorophenyl)-1 ^-cyclopentadienyll^.S-fluorophenyl methyl sulfone! 
4-[5-(3-methyl^bromophenyI)-1 ; 4-cyclopentadienyl]-2,5-fluorophenyl methyl sulfone; 
4-[5-(4-methyl-3-bromophenyl)-l .4-cyclopentadienyl]-2 t 5-fluorophenyl methyl sulfone; 
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4-[5-(3-methyl-4-trifluoromethylphenyl)-1 ,4-cyclopentadienyl)-2 f 5-fiuorophenyl methyl suifone; 
4-[5-(4-methyl-3-trifluorome^ methyl suifone! 

4-[5-(3-methyl-4-trifluoromethoxyphenyl)-1 t 4>cyclope,itadicnyl]-2.5-fluorophenyl methyl suifone; 
4-[5-(4-methyl'3-trifluoromethoxyphenyl)-1.4-cyc!opentadienylJ>2.5-f!uorophenyi methyl suifone; 
4-f5-(3-cyano-4-methylphenyl)-1 ,4-cyclopentadienyl]-2 : 5-fluorophenyi methyl suifone; 
4-[5-(4-cyano-3-methylphenyl)-1 .4-cyclopentadienyl]-2,5-fluorophenyl methyl suifone; 
4-[5-(3-chloro-4-methoxyphenyl)-1 } 4-cyclopentadienyl]-2.5-fluorophenyl methyl suifone: 
4-[5-(4-chloro-3-methoxyphenyl)-1 ,4-cyclopentadienylJ -2,5-fluorophenyl methyl suifone: 
4-[5-(2-methyipyridin-6-yl)-1 ; 4-cyclopentadienyl]-2,5-fluorophenyl methyl suifone: 
4-[5-(2-methylfnia2ol-4-yl)-1 ^-cyclopentadienyO^.S-fluorophenyl methyl suifone: 
4-[5-(4-methylthiazol-2-yl)-1 .4-cyclopentadiehyl] -2,5-fluorophenyl methyl suifone; 
4-[5-(2-methylpyridin-3-yl)-1 : 4-cyc!opentadieny!]-2,5-fluorophenyi methyl suifone: 
4-[5-(2-methylf^ridin-3-yl)-1 : 4-cyclopentadienyl]-2,5-fluorophenyl methyl suifone: 
4-[5-(3-pyrldiny^-1 ^-cyclopentadienylj^^-fluorophenyl methyl suifone; 
4-l5-(5-methylpf ridln-3-yi)-1 : 4-cyclopentadieny!]-2,5-fluorophenyl methyl suifone; 
4-[5-(2-methylpyridin-3-yl)-1 ; 4-cyclopentadienyl]-2,5-fiuorophenyi methyl suifone; 
4-[5-cycfohexyl-1 ,4-cyclopentadienyl]-2,5-fluorophenyl methyl suifone; 
4-[5-cyclopentyl-1 ,4-cyclopentadienyl]-2 : 5-fluorophenyl methyl suifone; 

and the pharmaceuticaliy-acceptabie salts, tautomers and prodrugs thereof. 
Pyridines 

[0074] In still another embodiment, the present method of treating cyclooxygenasc-2 mediated disorders comprises 
administering to the subject a therapeutical ly-effective amount of one or more compounds selected from a subclass 
of compounds of Formula I correspondina to Formula VII: 




wherein substituents X ; n, Ris R2P and R 2i have the same def i nitions and sub-definitions as substituents X. n, 
R\ R 3 and R 2 , respectively, set forth above for the compounds of Formula I, and the pharmaceuticaliy-acceptabie 
salts, tautomers and prodrugs thereof. 

[0075] Within this subclass of compounds, a preferred group of compounds consists of those compounds of Formula 
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wherein R 19 ; R 20 and R 21 are as defined above, and the pharmaceutically-acceptable salts, tautomers and pro- 
drugs thereof. 

[0076] Within this subclass of compounds, a more preferred group of compounds consists of those compounds of 
Formula VIIB and VIIC: 




H 3 C 
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and the pharmaceuticaliy-acceptable salts, tautomers and prodrugs thereof. 
Preferably, (a) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 5-position, or 
(b) one fluoro radical is present at the 2-position and the other fluoro radical is present at the 3-position, or (c) one 
fluoro radical is present at the 3-position and the other fluoro radical is present at the 5-position. 
[0077] Preferred species within this subclass include, but are not limited to: 



2,6-fluoro-4-[3-phenyl-2-pyridiny!]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-chloropheny!)-2-pyridinyl]-bene2enesulfonamide; 

2,6-fluoro-4-[3-(4-chiorophenyl)-2-pyridinyl]-bene2enesulfonamide; 

2,6-fluoro-4-[3-(3-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-bromophenyl)-2-pyridinyl]-bene2enesulfonamide: 

2 1 6-fluoro-4-r3-(3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(4-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-methylphenyl)-2-pyridinyl]-benezenesu!fonamide; 

2,6-fluoro-4-[3-(4-methylphenyl)-2-pyridinyl]-benezenesuJfonamide; 

2 l 6-fluoro-4-[3-(3-cyanophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 T 6-fluoro-4-[3-(4-cyanophenyl)-2-pyridinyl]-benezenesulfonamide; . 

2,6-fluoro-4-[3-(3-trifluoromethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2 1 6-fluoro-4-[3-(4-trifluoromethylphenyl)-2-pyridinyl)-bene2enesulfonamide; 

2 ( 6-fluoro-4-[3-(3-trifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 

2 1 6-fluoro-4-[3-(4-trifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3 I 4-dichforophenyl)-2-pyridinylJ-benezenesulfonamide: 

2 ) 6-fluoro-4*[3-(3,4-dibromophenyl)-2-pyridinylJ-benezenesulfonamide; 

2,6-fluoro-4-[3-(3,4-dif!uorophenyl)-2-pyhdinyl]-benezenesulfonamide: 

2,6-fluoro-4-[3-(3,5-dichlorophenyl)-2-pyridinyl)-benezenesulfonamide; 

2 : 6-nuoro-4-[3-(3,5-dibromophenyl)-2-pyridinyl)-benezenesulfonamide: 

2,6-fluoro-4-[3-(3 t 5-difluorophenyt)-2-pyridinyl]-benezenesulfonamide; 

2.6-fluoro-4-[3-(3,4-dimethylphenyl)-2-pyridtnyl]-bene2enesulfonamide: 

2,6-fluoro-4-[3-(3 J 5-dimethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-methyl-4-chlorophenyl}-2-pyridinyl]-benezenesulfonamice; 

2,6-fluoro-4-[3-(4-methyl-3-chlorophenyl)-2-pyridinyl]-benozonesuifonamice; 

2,6-fluoro-4-[3-(3-methyl-4-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 l 6-fluoro-4-[3-(4-methyl-3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-f|uoro-4-[3-(3~methyl-4-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 1 6-fluoro-4-[3-(4-methyl-3-bromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,6-fluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-2-pyridiny!)-benezenesutfonarnide; 

2.6-fluoro-4«t3-(4-methyl-3-trifluoromethy1phenyl)-2-pyridinyl)-benezenesulfonamide; 
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2,6- 
2,6- 
2,6- 
2,6- 
2 : 6- 
2,6- 
2.6- 
2 ; 6- 
2.6- 
2.6- 
2.6- 
2.6- 
2.6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2,6- 
2.6- 
2.6- 
2.6- 
2,6- 
2,6- 
2,6- 
2.6- 
2,6- 
2,6- 
2,6- 
2.6- 
2.6- 
2,6 
2 : 6 
2,6- 
2,6 
2,6- 
2.6 
2,6 
2.6 
2,6 
2.6 
2,6 
2,6 
2,6 
2,6 
2,6 



uoro-4-[3-(3-methyl-4-trifluorometho^ 

luoro-4-[3-(4-methyl-3-trifluoromethoxypheny!)-2-pyridinyl]-benezenesulfonamide; 
uoro-4-[3-(3-cyano-4-methylpheny!)-2-pyridinyl]-benezenesu!fonamide: 
luoro-4-[3-(4-cyano-3-methylphenyl)-2-pyridinyl]-bene2enesulfonamide: 
'luoro-4-f3-(3-chloro-4-methoxyphenyl)-2-pyridinyj|-benezenesutfonamide; 
uoro-4-[3-(4-ch!oro-3-methoxyphenyl)-2-pyridinyl]-benezenesu(fonamide; 
uoro-4-[3-(2-methy!pyr;i;r. £ y!)~2pyridiny!] bcnczcncsulfcnamide; 
luoro-4-[3-(2-methylthiazol-4-yl)-2-pyridinyl]-benezenesulfonamide; 
iuoro-4-[3-(4-methyJthiazol-2-yl)-2-pyndinyl]-benezenesulfonamide; 
^uoro-4-[3-(2-methyipyr;d;M 3 y!) 2 pyridiny!]>ben2Zcr:G£«j!fcp.arr.ide; 
: luoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(3-pyridinyl)-2-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(5-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 
luoro-4-l3-cyclohexyl-2-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-cyclopentyl-2-pyridinyll-benezenesulfonamide; 
: luoro-4-[3-phenyl-3-pyridiny{]-benezenesulfonamide; 
uoro-4-[3-(3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(4-chlorophenyl)-3-pyridinyl]-benezenesutfonamide; J 
iuoro-4-[3-(3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 
r luoro-4-[3-(4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(3-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(4-fluorophenyl)-3-pyridinyl]-benezenesulfonamide; 
fiuoro-4-[3-(3-methylphGnyl)-3-pyridinyl]-benezenosulfonamide; 
luoro-4-[3-(4-methylphenyl)-3-pyridinyl]-benezenesulfonamide; 
fluoro-4-[3-(3-cyanophenyi)-3'pyridinyi]-benezenesuifonamide; 
uoro-4-[3-(4-cyanophenyt)-3-pyridinyl]-benezenesutfonamide; 
iuoro-443-(3-trifluoromethylphenyt)-3-pyridinyi]-benezenesulfonamide; 
luoro-4-[3-(4-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 
iuoro-4-[3-(3-trifiuoromethoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 
!uoro-4-f3-(4-trifluoromethoxyphenyl)-3-pyridinyl]-benezenesutfonamide; 
luoro-4-[3-(3,4-dichlorophenyl)-3-pyridinyl] T benezenesulfonamide: 
r luoro-4-f3-(3,4-dibromophenyO-3-pyridinyi]-benezenesulfonamide; 
; luoro*4-[3-(3,4-difiuorophenyl)-3-pyridinyl]-benezenesulfonamide; 
uoro-4-[3-(3,5-dichlorophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(3,5-dibromophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro^-^-JS.S-difluorophenyO-S-pyridiny^benezenesulfonamide; 
luoro^-tS^S^-dimethylphenyO-S-pyridinylj-benezenesutfonamide; 
; luoro-4-[3-(3,5-dimethylphenyl)-3-pyridinyi)-benezenesulfonamide; 
luoro-4-[3-(3-methyi-4-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 
iuoro^-[3-(4-methyl-3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(3-methyl-4-fluorophenyl)-3-pyridinyl]-benezenesultonamide; 
uoro-4-[3-(4-methyl-3-fluorophenyl)-3-pyridinyl]-benezenesutfonamide; 
1uoro-4-[3-(3-methyl-4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; ' 
luoro-4-[3-(4-methyl-3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 
1uoro^-[3-(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(4-melhyl-3-trifluoromelhylphenyl)-3-pyridinyl]-benezenesulfonamide; 
tuoro^-[3-(3-metMy!-4-trifluoromethoxyphenyl)-3-pyridiny!]-benezenesulfon 
luoro^-[3-(4-methyl-3-trifluoromethoxyphenyl)-3-pyridinyI]-benezenesulfonamide; 
iuoro-4-[3-(3-cyano-4-methylphenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(4-cyano-3"methylphenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro^-[3-(3-chtoro-4-mGthoxyphcnyl)-3-pyrtdinyl]-bcnozonGsuffonamide; 
fluoro-4-[3-(4-chloro-3-methoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 
luoro^-[3-(2-methylpyridin-6-yl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(2-methylthiazol-4-yl)-3-pyridinyl)-benezenesulfonamide; 
luoro-4-[3-(4-methylthiazol-2-yl)-3-pyridinyl]-benezenesulfonamide; 
luoro-4-[3-(2-methylpyridin-3-yl)-3-pyridinyi]-benezenesulfonamide; 
c luoro-4-[3-(2-methyipyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
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2,6-f!uoro-4-[3-(3-pyridiny!)-3-pyridinyl]-bene7enesulfonr.mide; 
2 s 6-fluoro-4-[3-(5-methylpyridin-3-yl)-3-pyridinyl]-bene2enesulfonamide; 
2 ) 6-fluoro-4-[3-(2-methylpyridin-3-yl)-3-pyridinyl]-.benezenesuifonamide: 
2,64luoro-4-[3-cyclohexyl-3-pyridinyl]-benezenesulfonamide; 
2,6-fluoro-4-r3-cyclopentyl-3-pyridinyl|-bene2enesulfonarnide; 
4-[4-phenyl-3-pyridinyl]-2.6-difluorophenyI methyl sulfone: 
4-[4-(3-chlorophenvl)-3-pyridinyl]-2.6-difluorophenyl memyl sulfore: 
4-[4-(4-chlorophenyl)-3-pyridinyl]-2 : 6-difluorophenyl menyl sulfone: 
4-[4-(3-bromopheny!)-3-pyridinyl]-2 ; 6-difluorophenyi me:nyl sulfone: 
4-f4-(4-bromophenyl)-3-DyridinvH-2.6-dif!uorophenyl me:nyl sulfone: 
4-[4-(3-fluorophenyl)-3-pyridinyi]-2,6-difluorophenyl menyl sulfone: 
4-[4-(4-fluorophenyl)-3-pyridinyl]-2 : 6-difluorophenyl metiyl sulfone: 
4-[4-(3-methylphenyl)-3-pyridinyl]-2 f 6-difluo'ophenyl methyl sulfone: 
4-[4-(4-methylphenyl)-3-pyridinyl]-2 : 6-difJuorophenyl meihyl sulfone: 
4-[4-(3-cyanophenyl)-3-pyridinyl]-2 : 6-difluorophenyl met.ny! sulfone; 
4-[4-(4-cyanophenyl)-3-pyridinytJ-2,6-difluorophenyl methyl sulfone: 
4-[4-(3-trifluoromethylphenyl)-3-pyridinyl]-2.5-difluorophenyf methyl sulfone; 
4i[4-(4-trlfluoromethylphenyl)-3-pyridinyl]-2.5"difluorophenyl methyl sulfone; 
4:[4-(3-trifluoromethoxyphenyl)-3-pyridinyl]-2,6-dinuorophenyl methyl sulfone; 
4-[4-(4-trifluoromethoxyphenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone: 
4-[4-(3 : 4-dichlorophenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulfone; 
4-[4-(3 5 4-dibromophenyl)-3-pyridinyl]-2 f 6-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-difluorophenyl)-3-pyridinyI]-2,6-difluorophenyl methyl sulfone: 
4-[4-(3 : 5-dichlorophenyl)-3-pyridinyl]-2,6-difluorophGnyl methyl sulfone; 
4-[4-(3 : 5-dibromophenyl)-3-pyridinyl]-2 > 6-difluorophenyl methyl sulfone; 
4 ^-(S^-difluorcphcny^-S-pyridinyil^^-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-dimethylphenyl)-3-pyridinyl]-2 ! 6"difluorophenyt methyl sulfone; 
4-[4-(3 : 5-dimethylphenyl)-3-pyridinyl]-2,6-dtfluorophenyl methyl sulfone; 
4-[4-(3-methyl-4-chlorophenyl)-3-pyridinyl]-2,6-difluoropnenyl methy sulfone; 
4-[4-(4.rnethyl-3-chlorophenyl)-3-pyridinyl]-2.6-difluoropnenyI methy sulfone; 
4-[4-(3-methyl-4-fluorophenyl)-3-pyridinyl)-2.6-difluorophenyl methy! sulfone; 
4-[4-(4-methyl-3-fluorophenyl)-3-pyridinyl]-2.6-difluorophenyl methyl sulfone; 
4-[4-(3-methyi-4-bromophenyl)-3-pyridlnyll-2.6-difluorophenyl methyl sulfone; 
4-[4-(4-methyl-3-bromophenyl)-3-pyridinyl]-2.6-dlfluorophenyl methyl sulfone; 
4-[4-(3-methyl«4-trjfluoromethylphenyl)-3-pyridinyl]-2,6-difluorophenyl methyl sulione; 
4-[4-(4-methyl-3-trifluoromethylphenyl)-3-pyridinyl]-2 ! 6-difluorophenyi methyl sulfone; 
4-[4-(3-methyl-4-trifluoromethoxyphenyl)-3-pyridinyl]-2 r 6-difluorophenyl methyl sulfone; 
4-[4.(4-methyl-3-trifluoromethoxyphenyl)-3-pyridlnyl)-2 r 6-difluorophenyl methyl sulfone; 
4-[4-(3-cyano-4-methylphenyl)-3-pyridinyl]-2.6-dlfluoropnenyl methy sulfone; 
4.[4-(4-cyano^3»methylphenyl)-3-pyridinyl]-2 ; 6-difluoropnenyl methy sulfone; 
4-[4-(3-chloro-4-methoxyphenyl)-3-pyridiny!]-2 } 6-difluorophenyl methyl sulfone; 
4-[4-(4-chloro-3-methoxypheny!)-3-pyridinyl]-2 ; 6-difluorophenyl methyl sulfone; 
4*[4-(2-methylpyridin-6-yl)-3-pyridinyl]-2 1 6-difluorophenyi methyl sutione; 
4-[4-(2-methylthiazol-4-yl)-3-pyridinylJ-2,6-difluorophen>'1 methyl sullone: 
4-[4-(4-methylthiazol-2-yl)-3-pyridinyl]-2 ! 6-difluorophen>n methyl suKone; 
4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,6-difluorophenyi methyl sutfone; 
4-[4-(2-melhylpyrjdin-3-yl)-3-pyridinyl]-2,6-dinuoropheny! methyl sulfone; 
4-[4-(3-pyridinyl)-3-pyr»dinyl]-2 ; 6-difluorophenyl methyl sulfone; 
4-[4-(5-methylpyrldin-3-yl)-3-pyndinyl]-2 l 6-ditiuorophenyi methyl sulione: 
4-[4-(2-methylpyrldin-3-yl)-3-pyridinyl]-2,6-difluorophenyi methyl sulfone: 
4-[4-cyclohexyl-3-pyridinyl]-2 ? 6-difluorophenyl methyl sulfone; 
4-[4-cyclopcntyl-3-pyridinyl)-2,6-difluorophcnyl methyl sjrfone; 
2,5-fluoro-4-[3-phenyl-2-pyridinyl]-bene2enesulfonamide: 
2,5-Huoro-4-[3-(3-chlorophenyl)-2-pyridlnyl]-benezenesutfonamide; 
2 1 5-fluoro-4-[3-(4-chlorophenyl)-2-pyridinylJ-benezenesulfonamide; 
2,5-fluoro-4-[3-(3-bromophenyl)-2-pyndinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-(4-bromophenyl)-2-pyridinyl]-benezenesujfonamide: 
2,5-fluoro-4>[3-(3-fluorophenyl)-2-pyridinyl]-benezenesutfonamide; 
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2 1 5-fluoro-4-t3-(4-fiuorophenyi)-2-pyridinyl]-bene7enesulfonamide; 

2.5-fluoro-4-[3-(3-mGthylphenyl)-2-pyndinyl)-bene2enesulfonamide; 

2.5-fluoro-4-[3-(4-methy}phenyi)-2-pyridinyl]-benezenesulfonam;de; 

2.5-fluoro-4-[3-(3-cyanopheny!)-2-pyndinyl]-benezenesuIfonamide; • 

2 ; 5-fluoro-4-f3-{4-cyanopheny!)-2-pyridinyll-benezenesulfonamide; 

2 : 54luoro-4-[3-(3-trifluoromethylphenyl)-2-pyridinyl]-benezenesu!fonamide; 

2 : 5 flLJoro-4-[3-(4-tnf!uoromethylphenyl)-2-pyridinyll-benezenesulfonam 

2 : 5-fluoro-4-[3-(3-trifluoromethoxypheny!)-2-pyridinyl]-benezenesulfonamide; 

2 ; 5-fluoro-4"[3-(4-trifluoromethoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5 flucrc-^-tS-fS^-dichlorophenylJ^-pyridinyH-benezenesulfonamide; 

2,5-fluoro-4-[3-(3 ; 4-dibromophenyl)-2-pyridinyl)-benezenesulfonamide; 

2 : 5-fluoro-4-[3-(3.4-difluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3 ; 5-dichlorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 : 5-fluoro-4-[3-(3.5-dibromophenyl)-2-pyridinyl]-benezenesulfonamide; 

2 ! 5-fluoro-4-[3-(3 ; 5-dif!uorophenyl)-2"pyridiny!]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3 ; 4-dimethylphenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3 ! 5-dimethylphenyl)-2-pyridtnyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-rnethyl-4-chlorophenyl)-2-pyridinyt}-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-melhyl-3-chlorophenyl)-2-pyridinyl]-benez^nesulfonamide; 

2,5-fluoro-4-[3-(3-methyl-4-fluorophenyl)-2-pyridinyl]43enezenesutfdnamide; 

2,5-fluoro-4-[3-(4-methyl-3-fluorophenyl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-methyl-4-bromophenyl)-2-pyridinyl]-benezenesu!fonamide; 

2,5-fluoro-4-t3-(4-methyl-3-bromophenyl)-2-pyridiriyl]-benezenesutfonamide; 

2,5-fluoro-4-[3-(3-mGthyl-4-trifluoromethylphenyl)-2-pyridinyI]-bcnezenesulfonamide; 

2,5-fluoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-2-pyridinyl]-benezenesutfonamidG; 

2,5-fluoro-4-[3-(3Mti«uiyi-4-triuu^^^ 

2 1 5-fluoro-4-[3-(4-methyl-34rifluoromethoxyphenyl)-2-pyridinyl]-benezenesutfonamide; 

2,5-fluoro-4-[3-(3-cyano-4-methylphenyl)-2-pyridinyn-benezenesulfonamide; 

2.5-fluoro-4-[3-(4-cyano-3-methylphenyl)-2-pyridinyl]-benezenesuifonamide; 

2,5-fluoro-4-[3-(3-chloro-4-methoxyphenyi)-2-pyridinyl)-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-chloro-3-methoxyphenyl)-2-pyridinyl]-benezenesulfonamide; 

2.5-fluoro-4-[3-(2-methyipyridin-6-yl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-f3-(2-methylthiazol-4-y!)-2-pyridinyi]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-methylthiazol-2-yl)-2-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-f3-(2-methylpyridin-3-yl)-2-pyridinyl]-benezenesulfonamide; 

2,5-nuorO"4-[3-{2-methylpyridin-3-yl)-2-pyridinyl]-benezenesuffonamide; 

2,5-fiuoro-4-(3-(3-pyridinyl)-2-pyridinyl]-benezenesulfonamide; 

2 : 5-fluoro-4-[3-(5-methylpyridin-3-yl)-2-pyridinyl]-benezenesu(tonamide; 

2 1 5-fluoro-4-[3-(2-methylpyridin-3 -yl)-2-pyridinyl]-benezenesulfonamide; 

2 ! 5-fluoro-4-[3-cyc!ohexyl-2-pyridinyl]-benezenesulfonamide; 

2.5-fluoro-4-[3-cyclopentyl-2-pyridinyl]-benezenesutfonamide; 

2,5-fluoro-4-[3-phenyl-3-pyridinyl]-benezenesulfonamide; 

2 : 5-nuoro-4-l3-(3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-cnlorophenyl)-3-pyridinyl]-benezenesujfonamjde; 

2 ; 5"fluoro-4-[3-(3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2.5-nuoro-4-[3-(4-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2.5-nuoro-4-[3-(3-Nuorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 : 5-fluoro-4-[3-(4-fluorophenyl)-3-pyridinyl)>benezenesulfonamide: 

2,5-fluoro-4-[3-(3-methyiphenyl)-3-pyridinyl]-benezenesu!fonamide; 

2,5-fluoro-4-t3-(4-methylpheny()-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-cyanophenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3>(4-cyanophcnyl)-3-pyridinyl]'benGZonesulforiamide; 

2 : 5-fluoro-4-[3-(3-trifluoromGthylphGnyl)-3-pyridinyl]-benGzenGSulfonamidG; 

2,5-fluoro-443-(4-trifluoromGthylphGnyl)-3-pyridiny!)-bGnGZGnGSulfonamidG; 

2,5-fluoro-4-[3-(3-trifluoromGthoxyphGnyl)-3-pyridinyl].benezenGSulfonamidG; 

2,5-flworo-4-[3-(4-trifluoromGthoxyphGny!)-3-pyridinyl]-benezGnGSU(fonamidG; 

2,5-fluoro-4-[3-(3,4.dichlorophGnyl)-3-pyridinyl)-benezenesulfonamidG; 

2.54luoro-4-[3-(3.4-dibromophenyl)-3-pyridinyl]-bGnGZGnesulfonamidG; 
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2,54luoro-4-[3-(3 : 4-difluorophenyl)-3-pyridiny!]-bene7enesulfonamide: 

2.5-fluoro-4-[3-(3 ! 5-dichlorophenyl)-3-pyridinyl]-benezenesulfonarr;ide; 

2,5-f!uoro-4-[3-(3 ; 5-dibromophenyl)-3-pyridinyl]-bene2enesulfonamide; 

2.5-fluoro-4-[3-(3 1 5-difluoropheny()-3-pyridinylJ-bene2enesulfonamide; 

2,5-fluoro-443-(3 ! 4-dimethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2 : 5-f!uoro-4-[3-(3 ; 5-dimethylphenyl)-3-pyridiny!]-benezenesulfonamide; 

2.54luoro-443-(3-methyl-4-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 : 5-fluoro-4-[3-(4-methyl-3-chlorophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 : 54luoro-4-[3-(3-methyl-4-fluorophenyl)-3-pyridinyl]-benezenesuIfonamide; 

2.5-fluoro-4-[3-(4-methyl-3-fiuorophenyl)-3-pyridinyi]-benezenesulfonamide; 

2,5-fluoro-4-[3-(3-methyl-4-bromophenyi)-3^pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-methyl-3-bromophenyl)-3-pyridinyl]-benezenesulfonamide; 

2 ! 5-fluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-3-pyridinyl]-benezenesulfonamide; 

2,5-fluoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-3-pyridjnyl]-benezenesu!fonamide^ 

2,5-fluoro-443-(3-methyl-4-trifluoromethox^^ 

2,5-fluoro-4-[3-(4-methyl-3-trifluoromemoxyp 

2 l 5-fluoro-4-[3-(3-cyano-4-methylphenyI)-3-pyridinyl]-benezenesulfonamide; 
2,54luoro-4-[3-(4-cyano-3-methylphenyl)-3-pyridjnyl]-benezenesulfonamide; 
2 r 5-fluoVp-4-[3-(3-chloro-4-melhoxyphenyl)-3-pyridinyl]-benezenesulfonamide; 
2 J 5-fluoro-4-[3-(4-chloro-3-methoxyphenyl)-3-pyridinyI]-benezenesulfonamide; 
2 f 5-fluoro^-[3-(2-methylpyridin-6-yl)-3-pyridinyi]-benezenesutfonamide; 
2,5-fluoro^-[3-(2-methylthiazol-4-yl)-3-pyridinyl]-benezehesulfonamide; 
2 t 5-fluoro-4-[3-(4-methylthiazol-2-yl)-3-pyridinyl]-benezenesuifonamide; 
2 f 5-fluoro-4-[3-(2-methylpyridin-3-yi)-3-pyridinyl]-benezonosulfonamide; 
2,5-fluoro-4-[3-(2-mGthylpyridin-3-yl)-3-pyridinyl]«benezenesuffonamide; 
2,5-f!L«oro-^-[3-(3-pyridinyl)-3-pyr!dinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-(5-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3>(2-methylpyridin-3-yl)-3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-cyclohexyl : 3-pyridinyl]-benezenesulfonamide; 
2,5-fluoro-4-[3-cyclopentyl-3-pyridinyl]-benezenesulfonamide; 
4-[4-phenyl-3-pyridinyI]-2.5-difluorophenyl methyl sulfone; 
4-[4-(3-chlorophenyl)-3-pyridtny!]-2,5-difluorophenyl methyl sulfone: 
4-[4-(4-chlorophenyl)-3-pyridinyll-2 ! 5-difluoropheny! methyl sulfone: 
4-[4-(3-bromophenyl)-3-pyridinyI]-2,5-difluorophenyl methy! sulfone; 
4-[4-(4-bromophenyl)-3-pyridinyI]-2 f 5-difluorophenyl methyl sulfone; 
4-[4-(3-fluorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-fluorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-methylphenyl)-3-pyridiny[]-2 } 5-difluorophenyl methyl sulfone; 
4-[4-(4-methylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-cyanophenyl)-3-pyridinyl)-2,5-dffluorophenyl methyl sulfone; 
4-[4-(4-cyanophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-trifluoromethylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-trifluoromethylphenyl)-3-pyridjnylJ-2 f 5-difluorophenyl methyl sulfone: 
4"[4-{3-trmuoromethoxyphenyI)-3-pyridinyl]-2.5-difluorophenyl methyl sulfone; 
4-[4-(4-trifluoromethoxyphenyl)-3-pyridinyl)-2,5-difluorophenyl methyl sulfone; 
4-[4-(3 : 4-dichiorophenyl)-3-pyridinyl]-2 f 5-difluorophenyl methyl sulfone; 
4-[4-(3.4-dibromophenyl)'3-pyridlnyl]-2,5-difluorophenyl methyl sulfone: 
4-[4-(3.4-difluorophenyl)-3"pyridinyl]-2 f 5-difiuorophenyl methy! sulfone; 
4-l4-(3 : 5-dichiorophenyO-3-pyridinylJ-2 } 5<iifluorophenyl methyl sulfone; 
4-[4-(3 : 5-dlbromophenyl)-3-pyridinyl]-2 f 5-clifluorophenyl methyl sulfone: 
4-[4-(3 : 5-difluoropheny!)-3-pyridinyl)-2,5-difluorophenyl methyl sulfone; 
4-[4-(3 ! 4-dimethylphenyl)-3-pyridinyl)>2,5-drfluorophenyl methyl sulfone: 
4-[4-(3 : 5-dimethylpheny!)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-t4-(3-methyl-4-chlorophenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-methyl-3-chlorophenyl)-3-pyridinylJ-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-methyl-4-fluorophenyI)-3-pyridinyl]-2,5-dcfluorophenyl methyl sulfone; 
4-[4-(4-methyl-3-fluorophenyl)-3-pyridinyJ]-2,5-djfluoraphenyl methyl sulfone; 
4-[4-{3-methy1-4-bromophenyl)-3-pyridinyl]-2.5-difluorophenyl methyl sulfone; 



55 



EP 1 251 126 A2 



4-[4-(4-methyl-3-bromophenyl)-3-pyridmyl]-2 ; 5-difiuorophenyl methyl sulfone: 
4-[4-(3-methyl-4-triftuoromethyiphenyl)-3-pyridinyl)-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-methyf-3-trifluoromethylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(3-methyl-4-trifluoromethoxyphenyl)-3-pyridinyl]-2.5-difluorophenyl methyl sulfone; 
4-r4-(4-methyl-3-trifluoromethoxyphenyl)-3-pyndinyl]-2 t 5-difluorophenyl methyl sulfone; 
4-[4-(3-cyano-4-methylphenyl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone: 
4-r4-(4-cyano-3-methylphenyl)-3-pyridinyl]>2.5-difluorophenyl methyl sulfone; 
4-[4-(3-chloro-4-methoxyphenyl)-3-pyridinyl)-2,5-difluorophenyl methyl sulfone; 
4-[4-(4-chloro-3-methoxyphenyl)-3-pyridinyl)-2 l 5-difluorophenyl methyl sulfone: 
4-f4-(2-methylpyridin-6-vl)-3-pyridinyl]-2 ? 5-difluorophenyl methyl sulfone; 
4-[4-(2-methylthia2ol-4-yl)-3-pyridinyl]-2 : 5-difluorophenyl methyl sulfone; 
4-[4-(4-methylthiazol-2-yl)-3-pyrldinyl]-2.5-difluorophenyl methyl sulfone; 
4-[4-(2-methylpyridin-3-yl)-3-pyridinyl]-2,5-dlfluorophenyl methyl sulfone; 
4-[4-(2-methylpyridin-3-yI)-3-pyridinyI)>2 : 5-difluorophenyl methyl sulfone! 
4-t4-(3-pyridinyl)>3-pyridinylJ-2,5-difluorophenyl methyl sulfone: 
4-[4-(5-methylpyridin-3-yl)-3-pyridinyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-(2-methylpyridin-3-yl)-3-pyrldlnyl]-2,5-difluorophenyl methyl sulfone; 
4-[4-cyclohexyl-3-pyrldinyl]-2,5-difluorophenyl methyl sulfone: 

4- [4-cyclopenlyl-3-pyridinylJ-2 I 5-difluoropheny! methyl sulfone; 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
Additional Compounds 

[0078] Within Formula I there is another subclass of compounds of interest that includes, but is not limited to: 

5- phenyl-4-[3,5-dffluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-imidazole; 
5-(3-chlorophenyl)-4-[3,5-dif^ 

5-(4-chlorophenyl)-4-[3 f 5-dif^ . 

5-(3-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-imidazote^ 

5-(4-bromophenyl)-4-[3.5 -difluoro-4*(methyfsulfonyl)phenyl]-2.(difluoromethyl)-1H-imidazole; 

5-(3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-imida^ 

5-(4-fluorophenylM-r3,5-difluoro^^ 

5-(3-methylphenyl)-4-[3 s 5<lffluoro^ 

5-(4-methylphenyl)-4-[3,5-difluo^ 

5-(3^yanophenyl)-4-[3,5-difluoro-4-(me^ 

5-(4-cyanophenyl)-4-[3,5^difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethy^ 

5-(3-trifluoromethylphenyl)-4-[3.5-difluoro-4-(methylsulfonyl)phenyl].2-(difluorom 
5-<4-tnfluoromethylphenyrt)-4^ 

5-(3-trifluoromethoxyphenylM433^ 

5-(4-tnfluoromethoxypheny0^^ 

5-(3 ( 4-dichlorophenyl).4.[3 ! 5.difiuoro-4.(methylsulfony!)phenyl]-2-(difluoromethyl)-^ 

S-(3,4-dibromophenylM43 I 5-dlfluoro^-(methylsulfonyl)phenylJ-2.(dlfluorom 
M3^-difluorophenyl)-4-[3,5-difluoro^ 

S-^S-dichlorophenylM-p^lfluoro^^ 

5-(3,5-dibromophenyl).4-[3,5-dlfluoro-4-(methylsulfonyl)phenylJ-2-(dlfl^ 

5-(3 ; 5-difluorophenyl)-4-t3 f 5-difluoro.4-(methylsulfonyf)phenyl)-2-(difluoromelhyl)-1H-im^ 
5-<3,4-dimethylphenylM-[3 f 5-difto^ 

5-(3 ; 5-dimethyiphenyl)-4-[3,5-difiuoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1HH 
5-(3-methyl-4-chlorophenyl)-4^^ 

5-(4-methyl-3-chlorophenyl)-4-[3 4 5-difluoro-4-(methylsulfonyl)phenylJ-2-(difluoromethyl)-^ 
M3-methyl-4-fluorophcny!)-4-[3,5-di^ 

5-(4-methyU3-fluorophenyl).4.[3 I 5.dinuoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)^ ' 
5-(3-methyl-4-bromophenyl)-4^ 

5-(4.methyl-3-bromophenyl)-4-[3,5.difluoro^-(methylsulfonyl)phenyl]-2-(difluorome 
5-(3-methy|.44rifluoromethylphenyl).4.[3.5.difluoro-4-(methylsu^ 

5-(4-methy|.3-trifluoromethylphenyl).4-[3.5-dmuoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-im 
5-(3-methyl-4-tnfluoromethoxyphenyl)-4-[3,5^^ 
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5-(4-methyl-34rifluorome1hoxyphe^ 

5-(3-cyano-4-methylphenyt)-4-[3,5-^ 

5-(4-cyano-3-methylphenyt)-4-[3,5-^ 

5-(3-chloro-4-methoxypheny1)-4-[?5-difluoro-4-(methylsu!fonyl)phenyl]-2-(difiuorom 
5-(4-chloro-3-methoxyphenyl)-443 t 5-difluo^^ 

5-(2-methylpyridin-6-yi)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethy 

5-(2-methylthiazol-4-yl)-4-[3 f 5<liH^ 

5M4-methylthiazol-2-yl)-4-[3,5Hjifluora^^ 

5-(2-methylpyridin-3-yI)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluorom 
5-(2-methylpyridin-3-yf)-4-f3 : 5-difluoro-4-(methylsulfonyl)phenyi]-2^^ 
5-(3-pyridiny!)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1H-i^ 
5-(5-methylpyridin-3-yl)-4-[3 : 5-diflu^^ 

5-(2-methylpyridin-3-yl)-4-[3 : 5-diftuoro-4-(methylsu!fonyl)phenyl]-2-(difluorom 
5-cyc!ohexyl-4-[3,5-difluoro-4-(methylsu{fonyl)phenyi]-2-(difluoromethyl)-1H 
5-cyclopentyl-4-[3,5^ifluoro-4-(me^^ 
5-phenyl^-[3,6-difluoro^-(methylsu^ 

5-phenyl-4-[3,5*difluoro^-(methylsutfonyl)pheny!]-2-(tnfluoromethyl)-1H 

5-(3-ch!orophenyl)-4-[3,5<ltfluoro-4-(m^ ; 

5-(4<:hlorophenyl)-4-[3,5-difluoro-4-(mel^ ! 

S-fS-bromophenyl^-p.S^lifluoro^meth^^ 

5-(4-bromophenyl)-4-[3,5-difluoro-4-(me^ 

5-(2-fluorophenyl)^-[3,5-difluoro-4-(met^ 

5-(4'fluorophenyl)^-[3,5-difluoro^-(methylsulfonyf)phenyl]-2-(trifluoromethyl)-1H-im 

5-(3-mcthylphenyl)-4-[3,5-difluoro-4^^ 

5-(4-methylphenyl)-4-[3,5-drfiuoro^-(me^ 

5 (3 cyar!cphenyl)^-[3,5-difluoro^-(methylsulfony!)phenyl]-2-(trifluoromethyl^ 

5-(4-cyanophenyl)^-[3.5-difluoro-4-(methylsulfo^^ 

5-(3-trifluoromethylphenyl)^35^ifluo^ 

5-(4-trif1uoromethylphenyl)-4-[3,5-difluo^ 

5-(3-trifluoromethoxyphenyl)-4-[3,5-difluoro^ 

5-(4-trif!uoromethoxyphenylM-[3 ? 5-difluoro^^^ 

5-(34-dichlorophenyl)-443,5-difluoro^-(methy!sulfonyl)phenyl]-2-(trifluoromethyl)- 1H -imidazole; 

S-fS^-dibromophenyO^-fS^-difluoro^ 

S-p^-dtfluorophenyO^-^S-difluoro^m 

S-^S-dichlorophenylM-p^^iifluoro^^ 

5-(3,5-djbromophenyl)-4-(3 f 5-difluoro-4-(m 

5-(3 : 5-difluoropheny0^-[3,5-difluoro-^ 

5-(3 ; 4-dimethylphenyl)^-[3,5-difluoro-4-(meth^^ 

5-(3,5-dimethylphenyl)^-[3 l 5-difluoro-4-(methylsulfonyl)phenylj-2-(trifluoromethyl)-1HH 

5-(3-methyl-4-ch!orophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluorom 

5-(4-methyl-3<:hlorophenyl)-4-[3,5-difluoro-4-(methy!sulfonyl)phenyl)-2-(trifluorom 

5-(3-methyl-4-f!uorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluorome 

5-(4-methyl-2-fluorophenyl)-4-l3,5<lif^ 

5-(3-methyl-4-bromophenyl)-4-[3,5-difl^ 

5-(4<nethyi-3-bromophenyl)-4-[3,5~difluoro 

S-p-methyM^rifiuoromethyiphenyl)^-^,^^ 

5-(4-melhyl-3-lririuoromethylp^ 

5-(3-methy1-4-triMuoromethoxyphenyl^^^ 

5-(4-memyi-3-trifiuoromethoxyphenyr^ 

5-(3-cyano-4-methylphenyl)^-f3,5<iifluoro-4-(methylsu!fonyl)phenyl)-2-(trifluorome 

5-(4-cyano-3-methylphenyi)-4-[3 f 5-difluoro-4-(methyisulfonyi)phenyl)-2-(triflu 

S-^-chloro^-methoxyphenylM-fS^-difluo^ 

5-(4-chloro-3-methoxyphenyl)-4-[3,5-difluoro H-imidazole; 

5-(2-methylpyridin-6-yl)-4-[3 ! 5-difluoro^-(methylsulfonyi)phenyl)-2*(trifluoromethy 

5-(2-methy1thiazol-4-yl)-4-[3,5-difluoro-4-(^ 

5-(4-methylthiazol-2-ylM-[3 ( 5Kiifluoro 

5-(2-methy1pyridin-3-yl)^-[3 : 5<Jifluoro-4-(^ 

5-(2-methylpyridin-3-yl)-4-[3 ? 5-difluoro 
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5-(3-pyridinyl)-443,5-difluoro-4-(m 

5-(5-methylpyridin-3-yi)-4-[3,5-difluoro-4-(methylsulfonyl)pheny!]-2-(trifluo 

5-(2-methylpyridin-3-yl)-4-[35-difluoro-4-(methylsulfonyi)phenyO-2-(trifluoromethy 

5-cyclohexyl-4-[3.5-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoroniethyl)-1H-imi 

5-cyclopentyl-4-f3,5-difluoro-4-(methylsulfony^^ 

S-p-chlorophenyO^-^S-diftuoro^ 

5-(4-chloropheny!)-4-[3 s 6-diiiuorG-4-(m 

5-(3-bromophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1HH 

5-(4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2'(difluoromethyl)-1H 

5-(34luorophenyl)-4-[3 ! 6-dlfluoio-4-(metuylSuMorry!)ph£r,yl]^^ 

5-(4-fluorophenyl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)-1 H-imidazole; 

S-p-methylphenylM-p.e-difluoro^-lmethyls^^ 

5-(4-methylphenyl)-4-[3,6-difiuoro-4-(met^ 

5-(3-cyanophenyl)-4-[3,6-difiuoro-4-(met^ 

5-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfo^^ 

5-(3-trifluoromethylpheny!)-4-[3,6-difluo^^ 

5-(4-trifluoromethylphenyl)-4-[3,6-difluor^^ 

5-(3-trlfluoromethoxyphenyl)-4-[3,6-difluoro-4^^ 1 H-imidazole; 

5-(44rinuoromelhoxyphenyl)-4-[3,6-din^^ 1 H-imidazole; 

5-(3 ) 4-dichlorophenyl)-443 l 6-difluoro-4-(methylsutfonyl)phenyl}-2-(difluoromethyl)- 1 H-imidazole; 
S-fS^-dibromophenyl^-^e-difluoro^-tmethyls^^ 
5-(3,4-difluorophenyl)-4-[3,6-difluoro-4-(^ 

5-(3,5-dichlorophenyl)-4-[3,6-difluoro-4-(methylsutfonyl)phenyi]-2-(difluo 

5-(3 f 5-dibromophcnyl)-4-[3 l 6-difluoro-4-(methylsulfonyl)phenyO-2-(difluoromethyl)-1H-i^ 

5-(3,5-difluorophenyl)-4-[3,6-difluoro-4-(methyte^ 

5-(3,4-dimethylphenyl)-4-[3,6-difluoro-4-(methyls^ 

5-(3,5-dimethylphenyl)-4-[3,6-difluo^ 

5-(3-methyl-4-chlorophenyl)-4-[3,6-difluoro-4^ 

5-(4-methyl-3-chlorophenyl)-4-[3,6-difluoro^ 

5-(3-methyl-4-fluorophenyl)-4-[3,6-difl^^ 

5-(4-methyl-3-fluorophenyl)-4-[3 f 6-difluoro-4-(methylsulfonyI)phenyl]-2-(difluorometh 
5_(3. me thyl-4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(difluorom 
5-(4-methyl-3-bromophenyl)-4-f3 ) 6-difiuoro-4-(methylsulfonyl)phenyil-2-(difluoromethyl)-1H-imida^ 
5-(3-methyl-4-trifiuoromethy1phenyl)-4-[3,6-dm 

5-(4-methyl-3-trifluoromethy!phenyI)-4-[3 l 6-difluoro-4-(methylsu!fonyl)phenyO^ 

5-(3-methyl-4-trifluoromethoxyphenyl)-4^^ 

5-(4-methyi-3-trifiuoromethoxyphenyl)-4^ 

5-(3-cyano-4-methylphenyl)-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl)-2-(difluoromethyl)-1H 

5-(4-cyano-3-methylphenyl)-4-[3,6-difluoro^^ 

5-(3-chloro-4-methoxyphenyl)-4-[3,6-diflu^^ 

5-(4-chloro-3-methoxyphenyl)-4-[3.6-difluoro 

5-(2-methy1pyridin-6-yl)-4-[3 : 6-dif^ 

5-(2-methylthiazol-4-yl)-4-[3 : 6-difluoro-4-(m 

5-(4-methylthiazol-2~yl)-4-[3 ? 6-difluoro-4-(m^ 

5-(2-methylpyridin-3-yl)-4-(3 : 6-dlfluoro-4-(methylsulfonyl)phenyl]-2-(difluoromethyl)^ 1 H-imidazole; 
5-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(m 

5-(3-pyridinyl)-4-[3 i 6-difluoro-4-(methylsulfonyl)phenyl]-2-(dinuoromethyl)-1 H-imidazole; 
5-(5-methylpyridin-3-y!)-4-[3 : 6-d'fluoro-4-(methylsiilfonyl)phenvll-2-(difluorom 
5-(2-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-2-(dinuoromethyl)- 1H -imidazole; 
S-cyclohexyl^-tS^-difluoro^-CmethylsulfonyOphenylJ^^difluoromethyl)-! H-imidazole; 
5-cyclopentyl-4-[3,6-difluoro-4-(methylsulfonyl)phenylJ-2-(difluoromethyl)-1 H-imidazole; 
5-phenyl-4-[3,6-difluoro-4-(methylJ5utfonyl)phGnyl]-2-(trifluoromethyl)-1H-imidazolc; 
5-(3-chlorophenyl)-4-[3,6-difluoro-4-(methy^ 
5-(4-chlorophenyl)-4-[3,6-difluoro-4-(methylsuifony0^ 

5-(3-bromophenyl)-4-[3 I 6-difluoro-4-(methylsulfonyl)phenyll-2-(trifluoromethyl)-1 H-imidazole; 
5-(4-bromophenyl)-4-[3 t 6-difluoro-4-(methylsuIfonyl)phenyll-2-(trcfluoromethyl)-1 H-imidazole; 
5-(2-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethyl)-1 H-imidazole; 
5-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenylJ-2-(trifluoromethyl)-1 H-imidazole; 
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5-(3-methylpheny!)-4-[3,6-dinuoro^ 
5-(4-methylphenyl)-4-[3,6-difluoro^ 

5-(3-cyanophenyl)-4-[3,6-difluoro-4-(methyisulfonyi)phenyl]-2-(trifluoromethyl)-1 H-imidazole: 
5-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)ph H-imidazole; 
S-^-trifluoromethylphenylM-fS^-difluo 
5-(4-trif]uoromethylphenyI)-4-[3,6-difluoro-4-(^ 

5-(3-trifluoromethoxyphenyl)-4-[3,6-difluoro^ 1 H-imidazole; 

5-(4-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(meto^ 

5-(3 5 4-dichlorophenyl)-4-[3,6-difluoro-4-(methylsu^ 

5-(3.4-dibromophenyl)-4-[3,6-difluoro-4-(methyte^ 

S-^^-difluorophenyi^-^.e-difluoro^methylsutf^^ 

5-(3 ; 5-dichlorophenyl)-4-[3,6-difluoro-4-(methylsutf^^ 

5-(3 : 5-dibromophenyl)-4-[3,6-difluoro^ 

5-(3 : 6-difluorophenyl)-4-[3,6-difluoro-4-(methylsu^ 

S-tS^-dimethylphenylM-IS.e-difluoro^meth^^ 

5-(3,5-dimethylphenyl)^-[3 ; 6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluorometh 

5-(3-methyl-4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(tr^ 

5-(4-methyl-3-chlorophenyl)-4-^ 

5-(3-methyl-4-fluorophenyl)-4-[3,6-difluoro-4-(melhylsulfonyl)phenyl]-2-(trinuoromelhy H-imidazole; 
5-(4-methyl-2-fluorophenyl)-4-[3,6-difluoro-4-(m 

5-(3-methyl-4-bromophenyl)-4-[3,6-difluoro-4-(methyisulfonyl)phenyl]-2-(trifiuoromethyl)-1H- 

5-(4-methyl-3-bromophenyl)-4^3,6-diflu^^ 

5-(3-methyl-4-trifluoromethylphenyl)-4-[3 f 6-dtf^^ 

5-(4-mcthyl-3-trifluoromethylphenyl)-4-[3,6^ 

5-(3-methyl-4-trifluoromethoxyphenyl)-4-[3,6-^^ 

5-(4-methyl-3-triflucrcmethoxyphenyl)-4-[3,6-dM^ 

5-(3-cyano-4-methylphenyl)^-[3,6-difluoro-4-(methyte^ 

5-(4K:yano-3-methylphenyl)^-[3 I 6-difluoro-4-(methylsulfonyl)phenyl)-2-(trinuoromethyl)-1H-^^ 

5-(3-chloro-4-methoxyphenyl)-4-[3,6-difluoro-4-(meth^ 

5-(4-chloro-3-methoxy^henyI)-4-[3.6-difluoro-4-(^ 

5-(2-methylpyridin-6-yl)-4-[3 ! 6-difluoro-4-(melhylsulfony!)phenyl]-2-(trifluoromethyl)-^ H-imidazole: 

5-(2-methylthiazol-4-yl)-4-[3,6idifluoro-4-(methylsuffonyl)phenyl]-2-(trifluoromethyl)-1 H-imidazole; 

5-(4-methytthiazoi-2-yl)-4-[3,6-difluoro-4-(^ 

5-(2-methylpyridin-3-yl)-4-[3 : 6-difiuoro-4-(m 

5-(2-methylpyridin-3-yl)-4-[3,6 r dtf^^ 

5-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-2-(trifluoromethyI)-1 H-imidazole; 

5-(5-methylpyridin-3-yl)-4-[3.e-difluoro^-(methylsulfonyl)phenyl]-2-(trifluoromethyl)-1H-imid^ 

5-(2-methylpyridin-3-y!)-4-[3 : 6-difluoro^ 

5-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl)-2-(trifluoromethyl)-1 H-imidazole; 
5-cyclopentyl-4-[3,6-difluoro-4-(methy!sulfonyl)phenyl^^ 

and the pharmaceutically-acceptable salts, tautomers and prodrugs thereof. 
[0079] Within Formula I there is another subclass of compounds of interest that includes, but is not limited to: 

3-phenyl-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-1 : 3-oxazol-2(3H)-one; 
3-(3-chlorophenyl)-4-[3 t 5-dlfluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(4-chlorophenyl)-4-[3,5-difluoro-4-(methylsul(onyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-bromophenyl)-4-t3 t 5-difluoro-4-(methy!sulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(4-bromophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one: 
3-(3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyI]-1 ,3-oxazol-2(3H)-orie; 
3-(4-fIuorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-mcthylphenyl)-4-f3,5-difluoro-4-(methylsulfonyl)phcnyl]-1 ,3-oxazol-2(3H)-one; 
3-(4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-cyanophenyl)-4-[3,5-difluoro-4-(methy!sulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(4-cyanophenyJ)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl)-1 ,3-oxazol-2(3H)-one; 
3-(4-trifluoromethylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazo!-2(3H)-one; 
3-(3-trifluoromethoxyphenyl)-4-(3.5-difluoro-4-(methylsulfonyl)phenyl)-1,3-oxazol-2(3H)-one; 
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3-(4-trifluoromethoxyphenyl)-4-[3^^ 
3-(3 t 4-dichlorophenyl)-4-^ 

S-lS^-dibromophenylM-tS^-difluoro^^methyisulfonyOphenyil-l ; 3-oxazol-2(3H)-one : 
3-(3.4-difluorophenyl)-4-[3.5-dif!uoro-4-(methylsulfonyl)phenyl]-1 .3-oxazo!-2(3H)-one; 
3-(3,5-dichlorophenyl)-4-[3 : 5-difluoro-4-(methylsulfonyl)phenyll-1 ,3-oxazoi-2(3H)-one; 
3-(3 : 5-dibromophenyl)-4-[3.5-difluoro-4-(methylsulfony!)phenyi)-1 : 3-oxazol-2(3H)-one: 
3-(3^5-dir!uorop^er,yI)-4-[3.5 dif!uorc- / l-(methylsulfonyl)phenyl]-1 ,3-oxazoir2(3H)-one; 
3-(3 ; 4-dimethylphenyl)-4-(3 : 5-difiuoro-4^ 

S-fS^-dimethylphenyO^-IS.S-difluoro^^methylsulfonyOphenyll-l ,3-oxazoi-2(3H)-one; 

3-(3-meihy1-4K5hi&.wphcny!) 4 [2,5 dif{ucro-4-(methylsulfonyl)phenyl)-1 : 3-oxazol-2(3H)-one: 

3-(4-methyl-3-chlorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-1 ; 3-oxazol-2(3H)-one; 

S^S-methyl^-fluorophenyO-A-^.S-difluoro^melhylsulfonyOphenyn-l^-oxazol^lSHJ-one^ 

3-(4-methyl-3-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)pheny!)-1 ! 3-oxazo)-2(3H)-one; 

S^S-methyl^-bromophenyO^-p.S-difluoro^methylsulfonyOphenyll-l : 3-oxazol-2(3H)-one; 

3-(4-methyl-3-bromophenyl)-4^3,5-difluoro-4-(methylsulfonyl)phenyijO ; 3-oxazol-2(3H 

3-(3<nethyl-44rinuoromethylpheny^^ 

3-(4-methyl-3-trifluoromethylphe^ 

3-(3<nethyl-4-trifluoromethoxyph^^ 

3-(4-melhyl-34rifluoromethto 

3-(3-cyano-4-methylphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl|-1,3-oxazol-2( 
3-(4-cyano-3-methylphenyl)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-1 ^-oxazol^SHJ-one; 
3-(3-chloro^-methoxyphenyl)-4-[3 f 5-difluo^ 

3-(4*chioro-3-methoxypheny!)-4-[3 t 5-dif!uoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazoI-2(3H)-one; 
3-(2-methylpyridin-6-yl)-4-[3 : 5-difluoro-4-(mcthylsulfonyl)phcny(]-1 ,3-oxazol-2(3H)-one; 
3-(2-methylthiazoM-yl)-4-[3,5-dffluoro-4-(^ 

3-(4-methylthiazol-2-yl)-4^3,5-difluoro-4-(methyisu(fonyl)phenyl]-1,3-oxazol-2(3H)-one; 

3-(2-methylpyridin-3-yl)-4-[3 : 5-dif!uor^^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5Mjifl^^ 

3-(3-pyridinyl)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
S-^-methylpyridin-S-ylM^S-difluor^^ 

3-(2-methylpyridin-3-yl)-4-[3 : 5-difluoro^-(methylsutfonyl)phenyl]-1 .3-oxazot-2(3H)-one: 
3-cyclohexyl-4-[3,5-difluoro-4-(methylsutfonyl)phenyll-1,3-oxazol-2(3H)-one; 
3-cyclopentyl-4-[3 ! 5-difluoro-4-(methyisulfonyl)phenyll-1 ! 3-oxazol-2(3H)-one: 
a^-difluoro^-lS^-oxo^.S-dihydro-I.S-oxazoM-ylJbenzenesulfonamide; 
2 ! 6-difluoro-4-[3-(3-chlorophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesuifonamide: 
2 : 6-djfluoro-4«t3-(4-chlorophehy!)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 ? 6-ditluoro-4-[3-(3'bromophenyl)-2-oxo-2,3-dihydro-1 ,3-oxa2ol-4-yl]benzenesulfonamide; 
2 ! 6-difluoro-4-[3-(4-bromophenyl)-2-oxo-2 ! 3-dihydro-1 l 3-oxazol-4-yl]benzenesultonamide; 
2 ! 6-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide: 
2 ; 6-difluoro-4-[3-(4-fluorophenyl)-2-oxo-2 ; 3-dihydro-1,3-oxa2ol-4-yl]benzenesu1fonamide: 

2.6-difluoro-4-[3-(3-methylpheny0 
2 : 6<iifluoro-4-[3-(4-methylphenyl)-2-oxo 

2,6-difluoro-4-[3-(3-cyanophenyl)>2-oxo-2 ? 3-dihydro-1 ,3-oxazol-4-y!)benzenesulfonamide; 
2 ; 6-difluoro-4-[3-(4-cyanophenyl)-2-oxo-2 ; 3-dihydro-1 ,3-oxazoi-4-yl)benzenesulfonamide; 
2 J 6-dinuoro-4-[3-(3-trif!uoromethylph^^ 
2 ; 6<Jifluoro-4-[3-(4-trifluoromethylp^ 

2.6-difluoro-4-[3'(3-lrifluoromethoxyphenyi)-2-oxo*2.3-dihydro-1 ,3-oxazol-4-yl]benzenesuifonamide: 
2 : 6-difiuoro-4-[3-(4-trifluorom^ 

2 : 6-difluoro-4-[3-(3,4-dichlorophenyl)-2-oxo-2 1 3-dihydro-1 t 3-oxazol-4-yl]benzenesulfonamide; 
2 : 6-difluoro-4-t3-(3,4-dibromophenyl)-2-oxo-2,3-dihydr6-1 l 3-oxazol-4-yl]benzenesuifonamide; 
2.6-difluoro-4-[3-(3,4-difluoropheny!)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2.6-difluoro-4-[3-(3,5-dichlorophGnyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl]benzoncsulfonamide; 
2.6-difluoro-4-t3-(3,5"dibromophenyl)-2-oxo-2 t 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 J 6-djfluoro-4-[3-(3,5-djfluorophenyl)-2-oxo-2 ; 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 : 6-difluoro-4-[3*(3,4-dimethylphenyl)-2-oxo-2 t 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 ; 6-difluoro-4-[3-(3,5-dimethylphenyl)-2-oxo-2.3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2 ! 6,difluoro-4-[3-(3-methyl-4-<:hlorophenyl)-2-oxo-2 f 3-dihydro-1 ,3-oxazo!-4-yl]benzenesulfonamide; 
2.6<Jinuoro-4-[3-(4-methyl-3<:hloroph^^ 
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2,6-diflunro-4-[3-(3-meihyl-4-fluorcphenyl)-2-oxo-2.3-dihydro-1 ,3-oxa7ol-4-yl]ben7enesulfonamide; 
2,6-difluoro-4-[3-(4-methyl'3-fluorophenyl)-2-oxo-2 ( 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonannide; 
2.6<Jifluoro-443-(3-methyl-4-bromophenyO 

2.6-difluoro-4-[3-(4«methyl-3-bromophenyt)-2-oxo-2.3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 

2,6-difluoro-443-(3-methyl-4-trifluorom^ 

2 ! 6-difluoro-4-[3-(4-methyi-3-triflu^^ 

2 i 6-d!fluoro-4-[3-(3-rrethyl^ 

2 T 6-difluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yl)benzenesulfonamide; 
2,6-difluoro-4-[3-(3-cyano-4-methylphenyl)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yi]benzenesulfonamide; 
2 ; 6-d^i»riro-4-[3-(4-cyano-3-methylphenyl)-2-oxo-2 ! 3-dihydro-1 ,3-oxazol-4-yl]benzenesulfonamide; 
2,6-dif!uoro-4-[3-(3-chloro-4-methoxyphenyl)-2-oxo-2 1 3-dihydro-1 ? 3-oxazoM-yl]benzenesu 
2,6-difiuoro-4-[3-(4-chloro-3-methoxyphenyl)-2-oxo-2 f 3-dihydro-1 : 3-oxazol-4-yl]benzenesulfon 
2,6-difluoro-4-[3-(2-methylpyridin-6-yl)-2-oxo-2 J 3-dihydro-1 .3-oxazol-4-yl]benzenesulfonamide; 
2,6-difluoro-4-[3-(2-methylthiazol-4-yl)-2-oxo-2.3-dihydro*1 : 3-oxazol-4-yl]benzenesulfonamide; 
2,6-difluoro-4-[3-(4-methylthiazol-2-yl)-2-oxo-2.3-dihydro-1 : 3-oxazol-4-yl]benzenesuifonamide; 
2,6-difluoro-4-[3-(2-methylpyridin*3-yl)*2-oxo-2 } 3-dihydro-1 ? 3-oxazol-4-yl]benzenesu!fonamide; 
2 l 6-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2 ; 3-dihydro-1 ; 3-oxazol-4-yl]benzenesulfonamjde; 
2,6-difluoro-4-[3-(3-pyridjnyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-y!]benzenesulfonamide; 
2 T 6-difluoro-4-[3"(5-methylpyridin-3-y!)-2-oxo-2,3-dihydro-1 ,3-oxazoi-4-yl]benzenesulfonamide; 
2,6<Jifluoro-4-[3-(2M7iethylpyridin-3-y^^ 

3-cyclohexyl-2-oxo-2,3-dihydro-1,3-oxazol-4-y!)benzenesulfonamide; 
3-cyclopentyl-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzehesulfonamide; 
3-phenyl-4-[3.6rdifluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-chlorophcnyl)-4-[3,6-difluoro-4>(methylsultonyl)pheny!}-1,3-oxazol-2(3H)-one; 
3-(4-chlorophenyl)-4-t3,6-difluoro^-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-one; 
3-(3-bromophenyl)-4-[3 t 6-dltIuoro-4-(methylsutfonyl)phenyll-1 ,3-oxazol-2(3H)-one; 
3-(4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl)-1 ,3-oxazol-2(3H)-one; 
3-(3-fluorophenyI)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazoi-2(3H)-one; 
3-(4-fiuorophenyi)-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl]-1,3*oxazoN2(3H)-one: 
3-(3-methylphenyl)-4-{3 l ,6-difluoro-4-(methylsulfonyl)phenyn-1.3-oxazol-2(3H)-one; 
3-(4-methylphenyl)-4-[3 l 6-dmuoro-4-(methylsulfonyl)phenyl]-1 .3-oxazoi-2(3H)-one; 
3-{3-cyanophenyl)^-[3,6-difluoro^^methylsulfonyl)phenyl]-1 ; 3-oxazol-2(3H)-one; 
3-(4-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyi]-1 r 3-oxazoi-2(3H)-one; 
3-(3-trifluoromethylphenyl)-4<3.6-dtf^^ 

3-(4-trifluoromethylphenyl)-4-[3.6-difIuoro-4-(methylsulfonyl)phenyi]-1 ,3-oxazol-2(3H)-one; 

3-(3-triffuoromethoxyphenyl)-4-[3,^^ 

3-(4-trifluoromethoxyphenyl)-4-[3.6-difl^^ 

3-(3,4-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 s 3-oxazol-2(3H)-one; 
3-(3,4-dibromophenyl)-4-[3,6-dif!uoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)-^ 
3-(3,4-difluorophenyl)^-[3,6*difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)*one; 
S^S.S-dichlorophenyO^S.e-difiuoro^-CmethylsulfonyiJphenyll-l ,3-oxazol-2(3H)-one; 
3-(3,5-dibromophenyl)-4-(3,6-difluoro-4-(me^^ 

3-(3-fluorophenyl)-4-l3,6-difluoro-4-(methylsulfonyl)phenyl]-1 : 3-oxazol-2(3H)-one; 
S-CS^dimethylphenylJ^-fS^-difluoro^-lme^^ 
3-(3,5-dimethylphenyl)^-[3 ; 6-difluoro^-(m 
3-(3-methyl-4^hlorophenyl)-4-[3 r 6<lifluo^ 

3-(4-melhyI-3-chiorophenyl)-4-[3 r 6-dif!uoro-4-(methylsulfonyl)phenyi]-1,3-oxazol-2(3H)-one; 
3-(3-methyl-4-f!uoropheny!)-4-[3 ! 6^ifluoro-4-(methylsulfonyl)phenyl]-1,3-oxazol-2(3H)*one 
3-(4-methyl-3-fiuoropheny!)-4-[3.6-difluoro-4*(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
3-(3-methyl-4-bromophenyl)-4-[3 ; 6KSifluoro-4-(methylsutfonyl)phenyl]-1.3-oxazol-2(3H)-one; 
3-(4-methyl-3-bromophenyl)-4-[3 ? 6-dif!uoro^ 

3-(3-methyi-4-tnfluoromethylphenyl)-4-[3,6-difluoro-4-(mGthylsulfonyl)phenyl] 
( 3-(4-methyl-3-trifiuoromethylphenyl)-4-[3 ! 6-difluoro-4-(methy!sutfonyl)phenyl]-1 l 3-ox 
3-(3-methyl-44rifluoromethoxyphenyl^ 
3-(4-methyl-34rifluoromethoxyphenyl)^3,6-dtf^^ 

3-(3<^ano-4-methylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-1,3-oxazot-2(3H)-one; 
3-(4-cyano-3"methylpheny!)-4-[3 T 6-difluoro-4-(methylsulfonyl)phenyl]-1 t 3-oxazol-2(3H)-one; 
3-(3n:hioro^-methoxyphenyi)-4-[3,6-dif!uoro-4-(methyisulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 
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3-(4-chloro-3-methoxypheny!)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazo!-2(3H)-one; 5 

3-(2-methylpyridin-6-yl)-4-[3 : 6-difluoro^^ 

3-(2-methylthiazol-4-yl)-4-[3,6-difiuoro-^^^ 

3-(4-methylthiazol-2-yl)-4-[3,6-difl^^ 

3-(2-methylpyridin-3-yl)-4-f3 : 6-diN^^^ 

3-(2-methyipyridin-3-yl)-443 : 6"dif!uoro-4-(methylsulfonyl)phenyl]-1 ; 3-oxazol-2(3H)-one; 

S^S-pyridinyfJ^-fS^-difluoro^^methylsulfonyOphenyll-l^-oxazol^tSHJ-one: 

3-(5-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-oxazol-2(3H)-one; 

3-(2-methylpyridin-3-y!)-4-[3 : 6-difluoro-4-(methylsuifonyI)phenyl]-1 ! 3-oxazol-2(3H)-one^ 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3>oxazoN2(3H)-one; 

S-cyclopentyl^-tS.S-difluoro^^methylsulfonylJphenylJ-l^-oxazol^fSHJ-one; 

2 ; 5-dif!uoro-4-[3-2-oxo-2 : 3-dihydro-1 ; 3-oxazol-4-yl]benzenesulfonamide; 

2 : 5-difluoro-4-[3-(3-chlorophe^^ 

2.5-difluoro-443-(4-chlorophenyl)-2-oxo-2 ! 3-dihydro-1 l 3-oxazo!-4-yl]benzenesulfonamide 

2 ; 5-diflucro-4H3-(3-bromophenyl)-2-oxo-2 > 3-dihydro-1 l 3-oxazol-4-yl)benzenesulfonamide; 

2 ! 5-difluoro-4-[3-(4-bromophenyl)-2-oxo-2 ! 3-dthydro-1,3-oxazol-4-yl]benzenesu!fonamide; 

2 ! 5-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2 ? 3>dihydro-1^oxazol-4-yi]benzenesulfonamide; 

2 J 5-dlfluoro-4-[3-(4-fluoropheny!)-2-oxo-2,3-dihydro-1 l 3-oxazol-4-yl]benzenGsulfonamide; 

2 r 5<Jifluoro-4-[3-(3-melhylphenyl)-4-[34l^^^ 

2 ! 5<Jifluoro-4-[3-(4H7iethyipheny!)-2-o^ 

2,5-difluoro-4-[3-(3-cyanophenyl)-2-oxo-2,3-dihydro-1 ,3-oxazol-4-yl)benzenesulfonamide; 

2,5-difluoro-4-[3-(4^yanophenyl)-2-oxo-2 f 3<lihydro-1 f 3-oxazol-4-yl]benzenesulfonamide; 

2,5-difluoro-4-[3-(3-trifluoromethylph^ 

2,5<lifluoro-4-[3-(4-trffluoromethylphe^ 

2,5-difluoro-4-[3-(3-trifluoromethoxyphe^ 

?,S-Wifliioro-443-(4-trifluorometho^ 

2 J 5-difluoro-4-[3-(3,4-dichlorop^ 

2,5-diftuoro-4-[3-(3,4-dibromophenyl)-2-oxo 

2 ; 5-difluoro-4-[3-(3,4-difluorophenyl)-2-o^ 

2,5-difluoro-4-t3-(3,5-dichtorophenyl)-2-oxo-2>dihydro-1,3-oxazol*4«yl]benzenesulfonami 
2.5-difluoro-4-[3-(3,5-dibromophenyl)-2-oxo-2,3-dihydro-1,3-oxazol-4-yl]benzenesulfonam 
2,5<Jifluoro-4-[3-(3,5-difluorophenyt)-2^ 

2 ? 5-difluoro-4-r3-(3,4-dimethylphenyl)-2-oxo-2,3-dihydro-1 >oxazol-4-yllbenzenesulfonamide; 
2 : 5-difluoro-4-[3-(3 l 5-dimethylphenyl)-2-oxo-2,3«dihydro-1 >oxazol~4-y!]benzenesulfonamide; 
2 ; 5-difluoro-4-[3-(3-methyl-4^N^ 

2.5-difluoro-4-[3-(4-methyl-3-chlorophenyl)-2-oxO'2 ? 3-dihydro-1 >oxazol-4-yl]benzenesulfonamide; 

2,5-difluoro^-[3-(3-methyl-4-fluorophenyl)-2-oxo-2,3-dihydro-1 ; 3>oxazol-4-yl]benzenesulfonamide; 

2 ; 5<iifluoro-4-[3-(4-methyl-3-fluoro^ 

2,5<iifluoro-4-[3-(3-methyl-4-bromo 

2 ; 5-difluoro-4-[3-(4-methyl-3-bromophenyl)-2-oxo-2,3-dihydro-1.3-oxazol-4-yl]ben 
2 ! 5-difluoro-4-[3-(3-methyl-44rifl^ 

2 : 5-difluoro-4-[3-(4-methyl-34rifluoromethylphenyl)-2-oxo-2.3-dihydro^ 

2 : 5<Jifluoro-443-(3-methyl-44rif^ 

2.5-difluoro-4-[3 : (4-methyl-3-t^ 

2.3-difluoro-4-[3-(3-cyano-4-methylpte^ 

2 ! 5-difluoro-4-[3-(4<:yano-3-methylp^ 

2 ! 5-difluoro-4-[3-(3<:hloro-4-melhoxyphenyl)-2-oxo-2 l 3-dihydro-1,3-oxazol-4-yl]benzen 

2 r 5<Jifluoro-4-[3-(4<;hloro-3HT>eth^^ 

2 ; 5-difluoro-4-[3-(2-methyipy^ 

2 : 5<iifluoro-4-[3-(2-methylthiazoI^ 

2 : 5-difluoro-4-[3-(4-methylthiazol-2^ 

2 ! 5<Jifluoro-4-[3-(2-mcthylpyridin-3-yO 

2.5-difluoro-4-[3-(2-methylpyridin-3-yl^^ 

2 ! 5-difluoro-4-[3-(3-pyridinyl)-2-oxo 

2 ; 5<iifluoro-4-[3-(5-methylpyridin-3-yi)^^ 

2.5Hdifluoro-4-[3-(2Hriethylpyridin^^ 

2 I 5-difluoro-4-[3*cyclohexyl-2-oxo-2,3-dihydro-1 ? 3-oxazol-4-yl]benzenesullonamide; 
2,5-difluoro-4-[3-cyclopentyl-2-oxo-2.3-dihydro-1 .3-oxa20l-4-yl]benzenesulfonamide; 



62 



EP 1 251 126 A2 



and the pharmaceutically-acceptable salts., tautomers and prodrugs thereof. 
[0080] Within Formula I there is another subclass oi compounds of interest that includes, but is not limited to; 

2 ; 6-difluoro-4-[3-2-oxo-2 ? 3-dihydro-1 ,3-thiazoi-4-yl]benzenesulfonamide; 

2 ! 6-difluoro-4-f3-(3-chlorophenyl)-2-oxo-2 ) 3-dihydro-1 ! 3-thia2ol-4-yilben2enesulfonamide; 

2 J 6-difluoro-4-[3-(4-chlorophenyl)-2-oxo-2 l 3-dihydro-1 .3-thiazol-4-yl]benzenesulfonamide; 

2.6-difluoro-4-[3-(3-bromophenyl)-2-oxo-2,3-dihydro-1 ; 3-thiazoM-yl)benzenesulfonamide: 

2 ; 6-difluoro-4-[3-(4-bromophenyl)-2-oxo-2,3-dihydro-1 T 3-thiazol-4-yl)benzenesulfonamide: 

2 ; 6-difluoro-4-[3-(3-fluorophenyl)-2-oxo-2,3-dihydro-1 ! 3-thiazol-4-y!]benzenesulfonamide; 

? : 6-difluoro-4-[3-(4-fiuorophenyl)-2-oxo-2,3-dihydro-1 ? 3-thiazol-4-yllbenzenesulfonamide: 

2 ! 6-difluoro-4-[3-(3-methylphenyl)-4-[3-fIuoro-4-(methylsulfonyl)phenyl]-1 r 3-thiazof-2(3H)-one; 

2 : 6-difluoro-4-[3-(4-methylphenyl)-2-oxo-2 ! 3-dihydro-1 : 3-thiazol-4-yl)benzenesulfonamide: 

2 ! 6-difluoro~4-[3-(3-cyanophenyl)-2-oxo-2 t 3-dihydro-1 ! 3-thiazol-4-yl)benzenesulfonamide; 

2 ! 6-difluoro-4-[3-(4-cyanophenyl)-2-oxo-2,3-dihydro-1 ,3-thiazo!-4-yi]benzenesulfonamide; 

2 ; 6-difluoro-4-t3-(3-trifluoromethylphenyl)-2-oxo-2 ; 3-dihydro-1,3-thiazol-4-ylJbenzenesulfonamide; 

2 : 6-difluoro-4-[3-(4-trifluoromethylphenyl);2-oxo-2 f 3-dihydro-1 J 3-thiazol-4-yl]benzenesulfonam 

2,6-difluoro-4-[3-(3-trlfluoromethoxyphenyl)-2-oxo-2,3-dihydro-1 ^-thiazoM-yijbenzenesulfonamide; 

2,6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-2-oxo-2,3-dihydro-1 ^-thtazol^-yllbenzenesulfonamide; 

2,6-difluoro-4-[3-(3 l 4-dibhlorophenyl)-2-oxo:2,3-dihydro-1 ! 3-lhiazol-4-yl)benzenesulfonamide; 1 

2 t 6-difluoro-4-t3-(3,4-dibromophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

2,6-difluoro-4-[3-(3 f 4-difluorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide: 

2,6-dffluoro-4-[3-(3 f 5-djchlorophenyl)-2-oxo-2,3-dihydro-i;3-thiazol>4-ylJbenzenesulfonamide^ 

2 } 6-difluoro-4-[3-(3,5-dibromophenyl)-2-oxo-2,3-dihydro-1 J 3-thiazol-4-yl]benzenesulfonamide; 

2,6-difluoro-4-[3-(3 t 5-difluorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesijlfonamide; 

2,6-difluoro-4-[3-(3 t 4-dimethylphenyl)-2-oxo-2 f 3-dihydro-1 f 3-thiazol-4-yl]benzenesulfonamide; 

2,6-difiuoro-4-[3-(3,5-dimethylphenyl)-2-oxo~2,3-dihydr6-1 t 3-thiazol-4-yl]benzenesulf6namide; 

2 ! 6-difluoro-4-[3-(3-methyl-4-chlorophenyl)-2>oxo-2,3-dihydro*1 ,3-thiazol-4-yl]benzenesulfonamide; 
2 ; 6-difluoro-4-[3-(4-methyl-3-chlorophenyl)-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesuffonamide; 
2..6-difluoro-4-[3-(3-methyl-4-fluorophenyl)-2-oxo-2,3-dihydro-i ,3-thiazol-4-yl]benzenesulfonamide; 
2,6-difluoro-443-(4-methyl-3-fluorophenyl)-2-oxo-2 l 3-dihydro-1,3-thiazol-4-yl)benzenesulfonamide 
2 ( 6-difluoro-4-[3-(3-methyl-4-bromophenyl)-2-oxo-2.3-dihydro-1 .3-thiazol-4-yl]benzenesulfonamide: 
2.6-difluoro-4>[3-(4-methyl-3-bromophenyl)-2-oxo-2.3-dihydro-1 ,3-thiazol-4-yl)benzenesulfonamide; 
2 J 6<iifluoro-443-(3-methyl-4-trifluoro^ 

2.6-difluoro-4-[3-(4-methyl-3-trifluoromethylphenyl)-2-oxo<2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2 ! 6-difluoro-4-[3-(3-methyl-4^ 

2 t 6-difluoro-4-[3-(4-methyl-3-trifluoromethoxyphenyl)-2-oxo-2 ? 3-dihydro-1 ,3-thiazol-4-yl)benzenesulfonamide; 
2 ; 6<lifluor©-4-[3-(3<:yano-4<nethylphen^ 

2 ! 6-difluoro-4-[3-(4-cyano-3-methylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

2 ; 6-difluor6-4-[3-(3-chloro-4-methoxyphenyI)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonamide; 

2 ! 6-difluoro-4-[3-(4<hloro-3-methoxyphenyl)-2-oxo-2,3-dihydro-i;3-thiazol-4-yl]benzenesulfonamide 

2 ; 6-difluoro-4-[3-(2-methylpyridin-6-yl)-2-oxo-2 f 3-dihydro-1.3-thiazol-4-yl]benzenesulfonamide; 

2 ! 6-difluoro-4-[3-(2-methylthia2ol-4-yl)-2-oxo-2.3-dihydro-1 : 3-thiazol-4-yl]benzenes 

2 ; 6-difluoro-4-[3-(4-methylthiazol-2-yl)-2-oxo-2.3-dihydro-1 ; 3-thiazol-4-yljbenzenesulfonamide; 

2 : 6-difluoro-4-[3-(2-methylpy^ 

2 : 6-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2 ? 3-dihydro-1 .3-thiazol-4-yl]benzenesulfonamide; 
2 ! 6-dlfluoro-4-[3-(3-pyridinylj-2-oxo-2,3-dihydro-1 : 3-thiazot-4-y!]benzenesulfonamide; 
2 : 6-difluoro-4-[3-(5-methylpyridin-3-yl)-2-oxo-2 } 3-dihydro-1 .3-thiazol-4-yl]benzenesuifonamide; 
2.6-difluoro-4-f3-(2-methy!pyridin-3"yl)-2-oxo-2 T 3-dihvdro-1.3-thiazol-4-yl]benzenesulfonamide 
2 ; 6-difluoro-4-[3-cyclohexyl-2-oxo-2.3-dihydro-1 ,3-thiazol-4-yl]benzenesuttonamide; 
2,6-difluoro-4-[3-cyclopentyl-2-oxo-2,3-dihydro-1 ,3-thiazol-4"-yi]benzenesulfonamide; 
2,5-difiuoro-4-[3-2-oxo-2,3-dihydro-1 ,3-thiazol-4-yl]benzenesulfonamide; 
2.5-difluoro-4-[3-(3-chlorophenyl)-2-oxo-2,3-dihydro-1 ^-thiazoM-ylJbenzencsulfonamide; 
2 ! 5-difluoro-4-[3-(4-chlorophenyl)-2-oxo-2 f 3-dihydro-1 f 3-thiazol-4-yl]benzenesulfonamide; 
2.5-difluoro-4-[3-(3-bromophenyl)-2-oxo-2,3-dihydro : 1 ^-thiazoM-ylJbenzenesulfonamide: 
2 ? 5-difluoro-4-[3-(4-bromophenyl)-2-oxo-2,3-dihydro-1 : 3-thiazol-4-yl]benzenesulfonamide: 
2 ! 5-difiuoro-4-[3-(3-fluorophenyl)-2'OXO-2,3-dihydro-1 ; 3>thiazol-4-yl]benzenesulfonami 
2.5-difluoro-4-[3-(4-fluorophenyl)-2HDxo-2,3<lihydro-1 ! 3-thiazol-4-yl]benzenesulfonam 
2,5-difluoro-4-[3-(3-methylphenylM-[3-f!uoro^^ 
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2 5-difluoro-4-[3-(4-methylph e nyl)-2-oxo-2,3-dihydro-1 : 3-thia7ol-^-yl!ben7 e nesulfonam.de; 

2 , 5-difluoro-4-[3-(3-cyanophenyl)-2-oxo-2.3-dihydro-1.3-thiazol-4-yl]benzenesulfonamide: 

2 5-difluoro-4-[3-(4-cyanophenyl)-2-oxo-2.3-dihydro-l.3-thia Z ol-4-yl J oenzenesulfonam l de: 

2 5 -difluoro-4-[3-(3-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yllbenzenesul onam.de; 

2 5-difluoro-4-f3H4-trifluoromethylphenyl)-2-oxo-2,3-dih y dro-1,34hiazo!-4-yllben Z ene S ulfonam ( ae ; 

2 5-difluoro-4-[3-(3-trifluoromethoxyphenyl)-2-oxo-2,3-d l hydro-1 1 3-thiazol-4-yl]benzenesul(onam.de; 

2 5-difluoro-4-[3-(4-trifluoromethoxypnenyi)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonam l de; 

2'5-difluoro-4-[3-(3 4-dichlorophenyl)-2-oxo-2,3-dihydro-1 .3-thiazol-4-yl|benzenesulfonam.de; 

2 5-difluoro-4-[3-(3,4-dibromophenyl)-2-oxo-2 : 3-dihydro-1.3-thiazol-4-yllbenzenesulfonam t de; 

2 5-difluoro-4-[3-(3.4-difluorophenyl)-2-oxo-2.3-dihydro-1..3-thiazol-4-yllbenzenesullonam,d f! 

2'5-difluoro-4-[3-(3.5-dichlorophenyl)-2-oxo-2 ! 3-dihydro-1 ! 3-thiazol-4-yl)benzenesulfonamtde; 

2 5-difluoro-4-[3-(3.5-dibromophenyl)-2-oxo-2 ! 3-dihydro-1,3-thiazol-4-yllbenzenesulfonamide; 

2'5-difluoro-4-[3-(3,5-difluorophenyl)-2-oxo-2,3-dihydro-l.3-thiazol-4-yl]benzenesulfonamide; 

2 5-difluoro-4-[3-(3,4-dimethylphenyl)-2-oxo-2.3-dihydro-1,3-thia Z ol-4-yl]b e nzenesulfonamide; 

2 5-difluoro-4-[3-(3 ) 5-dimethylphenyl)-2-oxo-2 ! 3-dihydro-l,3-thiazol-4-yl]benzenesulfonam.de; 

2'5-difluoro-4-[3-(3-methyl-4-chlorophenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesulfonam l de; 

2 5-dlfluoro-4-[3-(4-methyl-3-chlorophenyl)-2-oxo-2.3-dihydroO,3-thiazol-4-yl]benzenesul(onam l de; 

2'5-difluoro-4-[3-(3-methyl-4-fluorophenyl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonam.de; 

2 5-difluoto-4-[3-(4-methyl-3-fluorophenyl)-2-oxo-2 ! 3-dihydro-1,3-lhiazol-4-yl]benzenesuironam.de; 

2'5-difluoro-4-[3-(3-methyl-4-bromophenyl)-2-oxo-2,3-dihydro-1, 3-thiazol-4-yllbenzenesulfonam.de: 

2'5-difluoro-4-[3-(4-methyl-3-bromophenyl)-2-oxo-2 ! 3-dihydro-1,3-thiazol-4-yl]benzenesulfonam.de; 

2'5-difluoro-4-[3-(3-methyl-4-trifluoromethylphenyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yllbenzenesu onam.de; 

2 Vdifluoro-4-[3-(4-methyl-3-trifluorome^^ 
2Wluoro-4-[3-(3-methyl-4-trifluorometho^ 

o'c.Hifh l nro-4-r3-f4-methvl-3-trifluor 0 methoxyphen y l)-2-oxo-2,3-dihydro-1,3-thiazol-4-yllbenzenesulfo 

2 5-difluoro-4-i3-(3-cyano-4-methylphenyl)-2-oxo-2,3-dihydro-1 .3-thiazol-4-yllbenzenesulfonam.de. 

2'5-difluoro-4-f3-(4-cyano-3-methylphenyl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonam.de; 

2 , 5-difluoro-4-f3-(3-chloro-4-methoxyphenyl)-2-oxo-2,3-dihydro-1 I 3-thiazol-4-yl]benzenesulfonam.de; 

2 , 5-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-2-oxo-2,3-dihydro-1,3-thiazo1-4-yl]benzenesulfonam.de; 

2'5-difluoro-4-[3-(2-methylpyridin-6-yl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonamide; 

2'5-difluoro-4-[3-(2-methylthiazol-4-yl)-2-oxo-2.3-dihydro-1.3-thiazol-4-yllbenzenesulfonam.de. 

2'5-difluoro-4-[3-(4-methylthiazol-2-yl)-2-oxo-2.3-dihydro-1.3-thiazol-4-yllbenzenesulf onam.de: 

25-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl1benzenesulf onam.de; 

2'5-difluoro-4-(3-(2-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1.3-thiazol-4ryl]benzenesulfonam.de; 

2 5-difluoro-4-[3-(3-pyridinyl)-2-oxo-2,3-dihydro-1,3-thiazol-4-yl]benzenesul<onam.de; 

2'5-difluoro-4-[3-(5-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonam.de; 

2'5-difluoro-4-[3-(2-methylpyridin-3-yl)-2-oxo-2,3-dihydro-1.3-thiazol-4-yl]benzenesulfonam.de: 

2 5-difluoro-4-[3-cyclohexyl-2-oxo-2 r 3-dihydro-1,3-thiazol-4-yl]benzenesulfonamide; 

2,5-difluoro-4-[3-cyclopentyl-2-oxo-2,3-dihydro-1,3-thiazol-4-y!]benzenesulfonamide; 

3-phenyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(4-chlorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3-bromophenyl)-4-l3,6-difluoro-4-(methylsulfonyl)phenyl|-1,3-thiazol-2(3H)-one; 

3-(4-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyi)phenyll-l,3-thiazol-2(3H)-one; 

S^S-fluorophenyO^-lS.e-difluoro^-^ethylsulfonyOphenyll-l^-thiazol^CSHJ-one; 

3-(4-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 : 3-thiazol-2(3H)-one; 

3-(3-methylphenyl)-4-[3,6-difluoro-4-(melhylsulfonyl)phenyl]-1.3-thiazol-2(3H)-one; 

3-(4-melhylphenyi)-4-[3.G-difluoro-4-(methylsulfonyl)phenyl]-1.3-thiazol-2(3H)onc; 

3-(3-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyt]-1,3-thiazol-2(3H)-one; 

3-(4-cyanophenyl)-4-(3,6-difluoro-4-(methylsulfonyl)phenylJ-1,3-thiazol-2(3H)one; 

3-(3-trifluoromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl)-1 ! 3-thiazol-2(3H)-one; 

3-(4-trifluoromethylphenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3-trifluoromethoxyphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyll-1,3-thiazol-2(3H)-one: 

3-(4-trifluoromethoxyphenyl)-4-(3,6-difluoro-4-(methylsulfonyl)phenyl)-1.3-thiazol-2(3H)-one; 

3-(3,4-dichlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 

3-(3,4-dibromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one, 

3-(3,4-difluorophenyl)-4-[3.6-difluoro-4-(methylsulfonyl)phenyll-1,3-thiazol-2(3H)-one; 

3-(3.5-dichlorophenyl)-4-(3,6-difluoro-4-(methylsulfonyl)phenyl]-1,3-thiazol-2(3H)-one; 
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3-(3,5-dibromophenyO-4-[3 ; 6-difluoro-4-(methy^ 

3-(3-fluorophenyl)-4-[3.6-difluoro-4-(methylsulfonyi)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(3,4-dimethyiphenyl)-4-[3 ? 6-difluoro-4-(m 

3-(3,5-dimethylphenyl)-4< [3 ? 6-dif!uoro-4-(methylsulfonyl)phenyl]-1 .3-thiazoi-2(3H)-one; 
3-(3-methyl-4-ch!orophenyl)-4-f3.6-dif!uoro-4-(methylsulfonyI)phenyI)-1 ,3-thiazol-2(3H)-one; 
3-(4-methyl-3-chlorophenyi)-4-[3 ; 6-difluoro-4-(methylsulfonyl)phenyi]-1 ,3-thiazol-2(3H)-one; 
3-(3-methy|-4-fiuorophenyl)-4-f3.6-difluoro-4-(methylsulfonyt)phenyl)'1 ,3-thiazol-2(3H)-one: 
3-(4-methyl-3ifluorophenyl)-4-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazoi-2(3H)-one; 
3-(3-methyl-4-bromophenyl)-4-[3 ; 6-difluoro-4-(methyisuftonyl)phenyl]-1 .3-thiazol-2(3H)-one; 
3-(4-mftthyl-3-bromophenyl)-4-[3 ? 6-difluoro-4-(methylsulfonyl)phenyl]-1 .3-thiazol-2(3H)-one: 
S-CS-methyl^-trifluoromethylphenyO^-tS^-difluoro^methyisulfonylJphenylJ-l ,3-thiazol-2(3H)-one; 
3-(4-methyl-3-trifluoromethylphenyl)-4-[3 t 6-difluoro-4-(methylsu{fonyl)phenyi]-1 ,3-thiazol-2(3H)-one; 
3-(3HTiethyl-4-trifluoromethoxyphe^^ 
3-(4-methyl-3-trifluoromethoxyphe^ 
3-(3^yaoo-4-m3thylphenyl)-4H3 ? 6-difluoro^ 

3-(4^yano-3-methy!phenyl)-4-[3 J 6-difluoro-4-(methylsulfonyl)phenyl]^,34hiazol-2(3H)-o 
3-(3-chloro-4-methoxyphenyl)-4-[3,6-difIuoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(4-chloro-3-methoxyphenyl)^-[3,6-difluoro^-(methylsulfonyl)phenyl]-1 f 3-thiazol-2(3H)-one; 
3-(2-methylpyridin-6-yl)-4-[3 : 6-.difluoro^ 

3-(2-methylthia2ol-4-yI)-4-[3,6-drfluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-bne; 

3.(4- me thy|thia2ol-2-yl)-4-t3,6-difluoro-4-(methylsulfonyl)pheny1]-1,3-thiazol-2(3H)-on 

3-(2-methylpyridin-3-yl)-4-f3 : 6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 

3-(2-methylpyridin-3-yl)^-[3 ! 6-difluoro^-(methy!sulfonyl)phenylJ-1,34hiazo!-^ 

3-(3-pyridinyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ; 3-thiazol-2(3H)'One; 

3-(5-methylpyridin-3-yl)-4-[3 : 6-difluoro^-(met^ 

3-(2-methy1pyridin-3-yl)-4-[3.6-dif^ 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-cyclopentyl-4-[3,6-ditluoro-4-(methylsulfony!)phenyt]-1 ,3-thiazol-2(3H)-one; 
3-phenyl-4-[3,6-difluoro-4-(methylsu(fonyl)phenyl]-1 ,3-thia7oi-2(3H)-one; 
3-(3-chl6rophenyl)-4-[3,6-difluoro-4-(methytsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
3-(4-chlorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyi]-1 ? 3-thiazol-2(3H)-one; 
3-(3-bromophenyl)-4-t3,6-dif!uoro-4-(methylsu!fonyl)phenyl)-1 .3-thiazol-2(3H)-one; 
3-(4-bromophenyl)-4-f3 t 6-difluoro-4-(methylsulfonyl)phenyl]-1 s 3-thiazol-2(3H)-one; 
3-(3-fluorophenyi)^-[3,6-difluoro^-(^ 

3-(4-fluorophenyl)^-t3,6-difluoro^-(methylsulfonyl)phenyl]-1 l 34hiazol-2(3H)-one; 
3-(3-methylphenyl)-4-[3,6-difluoro-4-(^ 

3-(4-methylphenyl)-4-[3 t 6-difluoro-4-(methylsulfonyl)phenyl]-1 .3-thiazoI-2(3H)-one; 

3-(3-cyanophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 s 3-thiazol-2(3H)-one; 

3-(4<yanophenyl)^-[3 l 6-difluoro*4-(methylsulfonyl)phenyl]-1 ! 3-thiazol-2(3H)-one; 

3-(3-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-1 .3-tbiazol-2(3H)-one; 

3-(4-trifluoromethylphenyl)-4-[3,^ 

3-(3-trifluoromethoxyphenyl)-4-[3,6-diflu^^^ 

3-(4-trifluoromethoxyphenyl)^-l3,6-diflu^^ 

3-(3,4-dichlorophenyl)-4-(3- t 6-difluoro^-(methyIsu!fonyl)phenyl)-1 T 3-thiazol-2 

3-(3,4-dibromophenyl)-4-[3,6-difluoro-4-(m^ 

3-(3,4-difluorophenyl)^-[3,6-difluoro 

3-(3,5-dichlorophenyl)-4-[3,6-dinuoro-4-(methylsu!fonyl)phenyl]-1 t 3-thiazol-2(3H)-one; 
S-^.S^ibromophenyO^-^.e-difluoro^-tm^ 

3-(3-fluorophenyl)-4-(3,6-difluoro-4-(methy!sulfonyl)phenyl)-1 .3-thiazol-2(3H)-one; 
S-p^^iimethyiphenyl^-p^-difluoro^-t^ 

S-fS.S-dtmethylphenyO^-tS^-difluoro^^methylsuifonyOphenyll-I.S-thiazol^fSHJ-one; 
3-(3-methyl-4-chlorophenyl)-4-[3 t 6-difiuoro-4-(rriothylsulfonyl)pheriyl]-1 ,3-thiazol-2(3H)-one; 
3-(4-methyl-3-chlorophenyl)-4-[3,6-dffluoro-4-(methylsulfonyl)phenyll-1 ,3-thiazol-2(3H)-one; 
S^S-methyl^-fluorophenylJ^^S^-difluoro^-fmethylsutfonyOphenyil-l ,3-thiazol-2(3H)-one; 
3-(4-methyl-3ifluorophenyl)^-[3,6K*iflu^^ 

S-fS-methyl^-bromophenyO^-p^-difluoro^-tmethylsutfonylJphenyn-l 3-thiazot-2(3H)-one; 
3-(4-methyl-3-bromophenyi)-4-[3,6-difluoro^^ 

3-(3-methyl-4-trifluoromethylphenyl)-4-[3,6-difluoro-4-(methytsulfonyl)phenyl)'1 ,3-thiazoi-2(3H)-one; 
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3-(4-methyl-3-trifluoromethylphen^ ,3-thiazol-2(3H)-one; 

3-(3-methyl-4-trifluoromethoxy^^ 

3-(4-methyl-3-trifluoromethoxypheny()-4-[3 ; 6-^^ 

3-(3-cyano-4-methylphenyl)-4-[3.6Hdifiuoro-4-(me^ 
5 3-(4-cyano-3-methylphenyl)-4-f3 ; 6-difl^^ 

3-(3-chloro-4'methoxyphenyl)-4-[3,6-difiuoro-4-(methylsulfonyl)phenyi]-1 ,34hiazol-2(3H)-one; 

3-(4-chioro-3-melhoxyphenyi)-4-[3.C-ditSuoro-4-(methylsulfony!)phenyl]-1 ,3-thiazo!-2(3; l)-one; 

3-(2-methylpyridin-6-yl)-4-[3.6-dif!uoro-4-^ 

3-(2-methylthiazol-4-yl)-4-[3 ; 6-difluoro-4-^ 
'0 3-(4-methyithiazoi-2-yi)-4-[3.6-uum^ ,3-thiazol-2(3H)-one; 

3-(2-methylpyridin-3-yl)-4-[3.6-difluoro-4-(methylsulfonyl)pheny!J-1 ,3-thiazol-2(3H)-one; 

3-(2-methylpyridin-3-yl)-4-[3.6-difluoro-4-^ 

S^S-pyridinyO^-tS.S-difluoro^^methylsulfonylJphenyll-l^-thiazol^SHJ-one: 
3-(5-methylpyridin-3-yl)-4-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-1 ,3-thiazol-2(3H)-one; 
J5 3-(2-methylpyridin-3-yi)-4-l3 ; 6-difluoro-4-(methylsutfonyl)phenylJ-1 ( 3-thiazo 
3-cyclohexyl-4-[3,6-difluoro-4-(methyisulfonyl)phenyl)-1 ,3-thiazol-2(3H)-one; 
S-cyclopentyl^-tS.e-difluoro^^methylsulfonyOphenylJ-I.S-thiazol^CSHJ-one; 

. and the pharmaceutically-acceplable sails, taulomers and prodrugs thereof. 

20 

Definitions 

[0081] The term "hydrido" denotes a single hydrogen atom (H). This hydrido radical may be attached, for example, 
to an oxygen atom to form a hydroxyl radical or two hydrido radicals may be attached to a carbon atom to form a 

25 methylene (-CH 2 -) radical. 

[0082] Where the term "alky!" is used, either alone or within other terms such as "haloalkyl", "alkylsuifonyf" and 
"alkoxyalkyl", it embraces linear or branched radicals having one to about twenty carbon atoms or, preferably, one to 
about twelve carbon atoms. More preferred alkyl radicals are "lower alky!" radicals having one to about six carbon 
atoms. Examples of such radicals include methyl ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, tert-butyl, 

30 pentyl, iso-amyl, hexyl and the like. Even more preferred are lower alkyl radicals having one to three carbon atoms. 
[0083] Where the term "alkenyl" is used, either alone or within other terms such as "arylalkenyl", it embraces linear 
or branched radicals having at least one carbon-carbon double bond of two to about twenty carbon atoms or, preferably, 
two to about twelve carbon atoms. More preferred alkenyl radicals are "lower alkenyl" radicals having two to about six 
carbon atoms. Examples of alkenyl radicals include ethenyl, propenyl, allyl, propenyl, butenyl and 4-methyibutenyl. 

35 [0084] The terms "alkenyl" and "lower alkenyl", embrace radicals having "cis" and "trans" orientations, or alternatively, 
"E" and "Z" orientations. 

[0085] The term "alkynyl" denotes linear or branched radicals having two to about twenty carbon atoms or, preferably, 
two to about twelve carbon atoms. More preferred alkynyl radicals are "lower alkynyl" radicals having two to about ten 
carbon atoms. Most preferred are lower alkynyl radicals having two to about six carbon atoms. Examples of such 
•*o radicals include propargyl, butynyl, and the like. 

[0086] The term "cycloalkyl" embraces saturated carbocyclic radicals having three to about twelve carbon atoms. 
More preferred cycloalkyl radicals are "lower cycloalkyl" radicals having three to about eight carbon atoms. Examples 
of such radicals include cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl. 

[0087] The term "cycloalkenyl" embraces partially saturated carbocyclic radicals having three to twelve carbon atoms. 
^5 Cycloalkenyl radicals that are partially saturated carbocyclic radicals that contain two double bonds (that may or may 
not be conjugated) can be called "cycloalkyldienyl". More preferred cycloalkenyl radicals are "lower cycloalkenyl" rad- 
icals having four to about eight carbon atoms. Examples of such radicals include cyclobulenyl, cyclopentenyl and 
cyclohexenyl. 

[0088] The term "halo" and "halogen" means halogens such as fluorine, chlorine, bromine or iodine atoms. The term 
so "haloalkyl" embraces radicals wherein any one or more of the alkyl carbon atoms is substituted with halo as defined 
above. Specifically embraced are mono.haloalkyl, dihaloalkyl and polyhaloalkyl radicals. A monohaloalkyl radical, for 
one example, may have cither an iodo, bromo, chloro orfluoro atom within the radical. Dihalo-and polyhaloalkyl radicals 
may have two or more of the same halo atoms or a combination of different halo radicals. "Lower haloalkyr embraces 
radicals having one to six carbon atoms. Examples of haloalkyl radicals include fluoromethyl, difluoromethyl, trifluor- 
55 omethyl, chloromethyl, dichloromethyl, trichloromethyl, pentafluoroethyl, heptafluoropropyl, difluorochloromethyl, 
dichlorofluoromethyl, difluoroethyl, difluoropropyl, dichloroethyl and dichloropropyl "Perfluoroalkyf" means alkyl radi- 
cals having all hydrogen atoms replaced with fluoro atoms. Examples include trifluoromethy I and pentafluoroethyl. 
[0089] The terms "hydroxyalkyl" and "hydroxylalkyl" embrace linear or branched alkyl radicals having one to about 
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ten carbon atoms any one of which may be substituted with one or more hydroxyl radicals. More preferred hydroxyalkyl 
radicals are "lower hydroxyalkyl" radicals having one to six carbon atoms and one or more hydroxyl radicals. Examples 
of such radicals include hydroxymethyl, hydroxyethyl. hydroxypropyl, hydroxybutyl and hydroxyhexyl. Even more pre- 
ferred are lower hydroxyalkyl radicals having one to three carbon atoms. 

[0090] The term "cyanoalkyl" embraces linear or branched alkyl radicals having one to about ten carbon atoms any 
one of which may be substituted with one or more cyano radicals. More preferred cyanoalkyl radicals are "lower cy- 
anoalkyl" radicals having one to six carbon atoms and one cyano radical. Even more preferred are lower cyanoalkyl 
radicals having one to three carbon atoms. Examples of such radicals include cyanomethyl. 

[0091] The term "aryl", alone or in combination, means a carbocyclic aromatic system containing one or two rings 
wherein such rings may be attached together in a pendent manner or may be fused. The term "aryr embraces aromatic 
radicals such as phenyl.. naphthyl ; tetrahydronaphthyl, indane and biphenyl. More preferred aryl is phenyl. Said "aryr 
group may have one to three substituents such as lower alkyl, hydroxy, halo, haloalkyl, nitro, cyano, alkoxy and lower 
alkylamino. 

[0092] The term "heterocyclyl" or "heterocyclo" embraces 3- to 10-membered saturated, partially saturated and un- 
saturated heteroatom-containing ring-shaped radicals, where the heteroatoms may be selected Irom nitrogen, sulfur 
and oxygen. More preferred heterocyclyl are 5- to 8-membered ring heterocyclyl. Examples of saturated heterocyclic 
radicals Include saturated 3- to 6-membered heteromonocydic groups containing 1 to 4 nitrogen atoms [e.g., pyrrolid- 
inyl, imidazolidinyl, piperidino, piperazinyl]; saturated 3- to 6-membered heteromonocydic groups containing 1 to 2 
oxyjgen atoms and 1 to 3 nitrogen atoms [e.g., morpholinyl]; saturated 3- to 6-membered heteromonocydic groups 
containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms [e.g., thiazolidinyl]. Examples of partially saturated heterocyclyl 
radicals include dihydrothiophene, dihydropyran, dihydrofuran and dihydrothiazole. Examples of unsaturated hetero- 
cyclic radicals, also termed "heteroaryl" radicals, include unsaturated 5- to 6-membered heteromonocyclyl groups con- 
taining 1 to 4 nitrogen atoms, for example, pyrrolinyl, imidazolyL pyrazolyi, 2-pyridyl, 3-pyridyt, 4-pyridyl, pyrimidyl, 
pyrazinyl, pyridazinyl, triazolyl [e.g., 4H-1 ,2,4-triazolyl, 1H-1 ,2,3-triazolyl, 2H-1 ,2,3-triazolyl]; unsaturated condensed 
heterocyclic groups containing 1 to 5 nitrogen atoms, for example, indolyl, isoindolyl, indolizinyl, benzimidazolyl, qui- 
nolyl, isoquinolyl, indazolyl, benzotriazolyl, tetrazolopyridazinyl [e.g., tetrazolo [1 ,5-blpyridazinyl]; unsaturated 3- to 
6-membered heteromonocyclic groups containing an oxygen atom, for example, pyranyl, 2-furyl, 3-furyl, etc.; unsatu- 
rated 5- to 6-membered heteromonocyclic groups containing a sulfur atom, for example, 2-thienyl, 3-thienyl, etc.; un- 
saturated 5- to 6-membered heteromonocyclic groups containing 1 to 2 oxygen atoms and 1 to 3 nitrogen atoms, for 
example, isoxazolyl, oxadiazolyl [e.g., 1 ,2,4-oxadiazolyl, 1 ,3,4-oxadiazolyl, 1 ,2.5-oxadiazolyl]; unsaturated condensed t 
heterocyclic groups containing 1 to 2 oxygen atoms and 1 to 3 nitrogen atoms [e.g.. benzoxazolyl. benzoxadiazolyl]; 
unsaturated 5-to 6-membered heteromonocyclic groups containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms, for 
example, thiazolyl, thiadiazolyl [e.g., 1 .2,4-thiadiazolyl, 1 ,3.4-thiadiazolyi. 1 2 : 5-thiadiazolyil; unsaturated condensed 
heterocyclic groups containing 1 to 2 sulfur atoms and 1 to 3 nitrogen atoms [e.g., benzothiazolyl, benzothiadiazolyl] 
and the like. The term also embraces radicals where heterocyclic radicals are fused with aryl radicals. Examples of 
such fused bicyclic radicals include benzofuran, benzothiophene, and the like. Said ■heterocyclyl" group may have 1 
to 3 substituents such as lower alkyl, hydroxy, oxo, amino and lower alkylamino. 

[0093] Heterocyclic radicals can include 3- to 10-membered fused or unfused radicals. Preferred examples of het- 
eroaryl radicals include benzofuryl, 2,3-dihydrobenzofuryl, benzothienyl. indolyl, dihydroindolyl, chromanyl, benzo- 
pyran, thiochromanyl, benzothiopyran, benzodioxolyl, benzodioxanyl, pyridyl, thienyl, thiazolyl, furyl, and pyrazinyl. 
More preferred heteroaryl radicals are 5- or 6-membered heteroaryl, containing one or two heteroatoms selected from 
sulfur nitrogen and oxygen, selected from thienyl, furanyl, thiazolyl, imidazolyL pyrazolyi, isoxazolyl, isothiazotyl, pyridyl, 
piperidinyl and pyrazinyl. 

[0094] The term "aralkyl" embraces aryi-substituted alkyl radicals. Preferaole aralkyl radicals are "lower aralkyl" rad- 
icals having aryl radicals attached to alkyl radicals having one to six carbon atoms. Even more preferred are lower 
aralkyl radicals having phenyl attached to alkyl portions having one to three carbon atoms. Examples of such radicals 
include benzyl, diphenylmethyl and phenylethyl. The aryl in said aralkyl may be additionally substituted with halo, alkyl, 
alkoxy, haloalkyl and haloalkoxy. The term "arylalkenyl" embraces aryj-substituted alkenyl radicals. Preferable aryla- 
Ikenyl radicals are "lower arylalkenyl" radicals having aryl radicals. attached to alkenyl radicals having two to carbon 
atoms. Examples of such radicals include phenylethenyl. The aryl in said arylalkenyl may be additionally substituted 
with halo, alkyl, alkoxy, haloalkyl and haloalkoxy. The aryl in said aralkyl and arylalkenyl may be additionally substituted 
with halo, alkyl, alkoxy, haloalkyl and haloalkoxy. 
[0095] The terms benzyl and phenylmethyl are interchangeable. 

[0096] The term "heterocyclylalkyl" embraces heterocyclic-substituted alkyl radicals. More preferred heterocyclyl a- 
Ikyl radicals are "5- or 6-membered heteroarylalkyl" radicals having alkyl portions of one to six carbon atoms and a 5- 
or 6-membered heteroaryl radical. Even more preferred are lower heteroarylalkyl radicals having alkyl portions of one 
to three carbon atoms. Examples include such radicals as pyridylmethyl and thienylmethyl 

10097] The terms "alkoxy" and "alkyloxy" embrace linear or branched oxy-containing radicals each having alkyl por- 
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tions of one to about ten carbon atoms. More preferred alkoxy radicals are "iower alkoxy" radicals having one to six 
carbon atoms. Examples of such radicals include methoxy. ethoxy. propoxy. butoxy and tert-butoxy. Even more pre- 
ferred are lower alkoxy radicals having one to three carbon atoms. The "alkoxy" radicals may be further substituted 
with one or more halo atoms, such as fiuoro. chloro or bromo. to provide "haloalkoxy" radicals. Even more preferred 
5 are lower haloalkoxy radicals having one to three carbon atoms. Examples of such radicals include flu orom ethoxy 
chloromethoxy, trifluoromethoxy, trifluoroethoxy. fluoroethoxy and fluoropropoxy. The term "alkoxyalkyl" embraces alkyl 
radicals having one or more alkoxy radicals attached to the alkyl radical that is. to form monoalkoxyalkyl and dialkoxy- 
alkyl radicals. 

[0098] The term "aryloxy" embraces aryl radicals attached through an oxygen atom to other radicals. The term "ar- 
*o alkoxy" empires aralkyl radicals attached through an oxygen atom to other radicals. The term "arytoxyalkyl" embraces 
aryioxy radicals as described above attached through the oxygen atom to an alkyl radical. The term "heterocyclyloxy" 
embraces heterocyclyl radicals attached through an oxygen atom to other radicals. 

[0099] The term "alkylsulfinyl" embraces radicals containing a linear or branched alkyl radical., of one to ten carbon 
atoms, attached to a divalent -S(=0)- atom. More preferred are lower alkylsulfinyl radicals having one to three carbon 
'5 atoms.. 

[0100] The term "sulfonyl", whether used alone or linked to other terms such as "alkylsulfonyl" and "arylsulfonyl". 
denotes respectively divalent radicals -S0 2 -. "Alkylsulfonyl" embraces alkyl radicals attached to a sulfonyl radical, 
where alkyl is defined as above. More preferred alkylsulfonyl radicals are "lower alkylsulfonyl" radicals having one to 
six carbon atoms. Even more preferred are lower alkylsulfonyl radicals having one to three carbon atoms. Examples 
20 of such lower alkylsulfonyl radicals include methylsulfonyl, ethylsulfonyl and propylsulfonyl. "Arylsulfonyl" embraces 
aryl radicals attached to a sulfonyl radical, where aryl is defined as above. A preferred arylsutfonyl radical is phenyl- 
sulfonyl. 

[0101] The terms "sulfamyl," "aminosulfonyl" and "suffonamidyl," whether alone or used with terms such as "N- 
alkylaminosulfonyl", "N-aryiaminosulfonyr, "N,N-dialkylaminosulfonyl" and "N-alkyl-N-arylaminosulfonyl", denotes a 

25 sulfonyl radical substituted with an amine radical, forming a sulfonamide (-S0 2 NH 2 ). The term "alkylaminosulfonyl" 
includes ^-aikylarriiriOSulfonyP' and ,, N,N-diafky}aminosulfonyl" where sulfamyl radicals are substituted, respectively, 
with one alkyl radical, or two alkyl radicals. More preferred alkylaminosulfonyl radicals are "lower alkylaminosulfonyl" 
radicals having one to six carbon atoms. Even more preferred are lower alkylaminosulfonyl radicals having one to three 
carbon atoms. Examples of such lower alkylaminosulfonyl radicals include N-methylaminosu!?onyl, N-ethylaminosul- 

30 fonyl and N-methyi-N-ethylaminosulfonyl. The terms "N-arylaminosulfonyr and "N-alkyl-N-Brylaminosulfonyl" denote 
sulfamyl radicals substituted, respectively with one aryl radical, or one alkyl and one aryl radical. More preferred N- 
alkyl-N-arylaminosulfonyl radicals are "lower N-alkyl-N-arylsulfonyl" radicals having alkyl radicals of one to six carbon 
atoms. Even more preferred are lower N-alkyl-N-arylsulfonyl radicals having one to three carbon atoms. Examples of 
such lower N-alkyl-N-aryl-aminosuffonyl radicals include N-methyl-N-phenylaminosulfonyl and N-ethyl-N-phenylami- 

35 nosulfonyl. Examples of such N-aryi-aminosulfonyl radicals include N-phenylaminosulfonyl. 

[0102] The term "alkylthio" embraces radicals containing a linear or branched alkyl radical, of one to ten carbon 
atoms, attached to a divalent sulfur atom. Even more preferred are lower alkylthio radicals having one to three carbon 
atoms. An example of "alkylthio" is methylthio, (CH 3 -S-). The term "alkylthioalkyl" embraces radicals containing an 
alkylthio radical attached through the divalent sulfur atom to an alkyl radical of one to about ten carbon atoms. More 

40 preferred alkylthioalkyl radicals are "lower alkylthioalkyl" radicals having alky! radicals of one to six carbon atoms. 
Examples of such lower alkylthioalkyl radicals include methylthiomethyl. 

[0103] The term "ar/Unio" embraces aryl radicals of six to ten carbon atoms, attached to a divalent sulfur atom. An 
example of "arylthio" is phenylthio. The term "aralkylthio" embraces aralkyl radicals as described above, attached to 
a divalent sulfur atom. More preferred are phenyt-C r C 3 -alkylthio radicals. An example of "aralkylthio" is benzylthio. 
The term "arylthioalkyl" embraces arylthio radicals as described above, througn the sulfur atom to an alkyl radical. 
[0104] The terms "carboxy" or "carboxyl", whether used alone or with other terms, such as 'carboxyaikyr, denotes 
-C0 2 H. The term "carboxyalkyl" embraces radicals having a carboxy radical as defined above, attached to an alkyl 
radical. 

[0105] The term "carbonyl", whether used alone or with other terms, such as "a kylcarbonyl'. denotes -(C=0)-. 

so [0106] The' term "alkylcarbonyl" embraces radicals having a carbonyl radical suostituted with an alkyl radical/More 
preferred alkylcarbonyl radicals are "lower alkylcarbonyl" radicals having one to six carbon atoms. Even more preferred 
arc lower alkylcarbonyl radicals having one to throe carbon atoms. The term "alkylcarbonyl" includes radicals having 
alkyl, hydroxylalkyl, radicals, as defined herein, attached to a carbonyl radical. Examples of such radicals include 
substituted or unsubstituted methylcarbonyl, ethylcarbonyl, propylcarbonyl. butylcarbonyl. pentylcarbonyl, hy- 

55 droxymethylcarbonyl, hydroxyethylcarbonyl. 

[0107] The term "arylcarbonyl" embraces radicals having a carbonyl radical substituted with an aryl radical. More 
preferred arylcarbonyl radicals include phenylcarbonyl. The term "aryl a I kylcarbonyl" embraces radicals havinq a car- 
bonyl radical substituted with an arylalkyl radical. More preferred radicals are phenyl-C^Cs-alkylcarbonyl, including 
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benzylcarbonyl. 

[0108] ' The term "alkoxycarbonyl" means a radical containing an alkoxy radical, as defined above, attached via an 
oxygen atom to a carbonyl radical. Preferably, "lower alkoxycarbonyl" emoraces alkoxy radicals having one to six 
carbon atoms. Examples of such "lower alkoxycarbonyl" ester radicals include substituted or unsubstituted methoxy- 

5 carbonyL ethoxycarbonyl, propoxycarbonyl, butoxycarbonyl and hexyloxycarbonyl. Even more preferred are lower 
alkoxycarbonyl radicals having alkoxy portions of one to three carbon atoms. The term "alkoxycarbonylalkyl" embraces 
alkyl radicals substituted with an alkoxycarbonyl radical as defined above. More preferred are "lower alkoxycarbony- 
lalkyl" radicals with alkyl portions having one to six carbons. Examples of such lower alkoxycarbonylalkyl radicals 
include substituted or unsubstituted methoxycarbonylmethyl, ethoxycarbonylmethyl.. methoxycarbonylethyl and ethox- 

10 ycarbonylethyl. 

[0109] The term "aminocarbonyl" when used by itself or with other terms such as "aminocarbonylalkyl", "N-alkylami- 
nocarbonyl". "N-arylaminocarbonyl" : "N ; N-dialkylaminocarbcnyr, "N-alkyl-N-arylaminocarbonyl", "N-alkyl-N-hy- 
droxyaminocarbonyl" and "N-alkyl-N-hydroxyaminocarbonylalkyr\ denotes an amide group of the formula -C(=0)NH 2 . 
The terms "N-alkylaminocarbonyl" and "N^-dialkylaminocarbonyl" denote aminocarbonyl radicals which have been 
15 substituted with one alkyl radical and with two alkyl radicals, respectively. More preferred are "lower alkylaminocarbonyl" 
having lower alkyl radicals as described above attached to an aminocarbonyl radical. The terms "N-arylaminocarbonyl" 
and "N-alkyl-N-arylaminocarbonyl" denote aminocarbonyl radicals substituted, respectively, with one aryl radical, or 
one alkyl and one aryl radical. 

[0110] The term "aminoalkyi" embraces alkyl radicals substituted with amino radicals. The term "alkylaminoalkyl" 
20 embraces aminoalkyi radicals having the nitrogen atom substituted with an alkyl radical. Even more preferred are lower 
alkylaminoalkyl radicals having one to three carbon atoms. 

[0111] The terms "N-alkylamino" and "N.N-dialkylamino" denote amino groups which have been substituted with one 
alkyl radical and with two alkyl radicals, respectively. More preferred alkylamino radicals are "lower alky lamino" radicals 
hiaving one or two alkyl radicals of one to six carbon atoms, attached to a nitrogen atom. Even more preferred are 

25 lower alkylamino radicals having one to three carbon atoms. Suitable "alkylamino" may be mono or dialkylamino such 
as N-methylamino, N-ethylamino, N,N-dimethylamino ! N ; N -diethyl ami no or the like. The term •'aryiamino 0 r\*nnte$ ami- 
no groups which have been substituted with one or two aryl radicals, such as N-phenylamino. The "arylamino" radicals 
may be further substituted on the aryl ring portion of the radical. The term "aralkylamino" denotes amino groups that 
have been substituted with one or two aralkyl radicals. More preferred are phenyl-C 1 -C 3 -alkylamino radicals, such as 

30 N-benzylamino. The "aralkylamino" radicals may be further substituted on the aryl ring portion of the radical. The terms 
"N-alkyl-N-arylamino" and "N-aralkyl-N-alkylamino" denote amino groups which have been substituted with one aralkyl 
and one alkyl radical, or one aryl and one alkyl radical, respectively to an amino group. 

[01 1 2] The additional terms used to describe the substituents of the compounds of Formulae l-VII and not specifically 
defined herein are defined in a similar manner to that illustrated in the above definitions. 
35 [01 13] The terms "treatment" and "treating" refers to any process, action, application, therapy, or the like, wherein a 
subject, including a human being, is provided medical aid with the object of improving the subject's condition, directly 
or indirectly, or slowing the progression of a condition or disorder in the subject. 

[0114] The term "prevention" or "prophylaxis" includes either preventing the onset of clinically evident inflammation 
or inflammation related disorders altogether or preventing the onset of a preclinically evident stage of inflammation or 
40 an inflammation related disorder in individuals. 

[0115] The term "therapeuticatly-effective" is intended to qualify the amount of each agent that will achieve the goal 
of improvement in disease severity and the frequency of incidence while avoiding adverse side effects typically asso- 
ciated with alternative therapies. 

[0116] The term "prodrug" refers to a compound that is a drug precursor that, following administration to a subject 
4 5 and subsequent absorption, is converted to an active species in vivo via some process, such as metabolic conversion. 
Other products from the conversion process are easily disposed of by the body. More preferred prodrugs produce 
products from the conversion process that are generally accepted as safe. By way of illustration and not limitation, U. 
S. Patent No. 5,932,598 describes prodrug forms of compounds that are substituted sulfonamide compounds that 
selectively inhibit cyciooxygenase-2. For example, the prodrug may be an acylated form of the active compound such 
50 as an acylated sulfonamide. 

[0117] The term "co-therapy" (or "combination-therapy"), in defining use of a cyciooxygenase-2 inhibitor agent and 
another pharmaceutical agent, is intended to embrace administration of each agent in a sequential manner in a regimen 
that will provide beneficial effects of the drug combination, and is intended as well to embrace co-administration of 
these agents in a substantially simultaneous manner, such as in a single capsule having a fixed ratio of these active 
55 agents or in multiple, separate capsules for each agent. 
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Stereoisomers. Tautomers. Protected Acids and Salts 

[0118] Also included in the family of compounds of Formulae I through VII are the stereoisomers thereof including, 
but not limited to enantiomers, diastereomers, racemic mixtures and other mixtures thereof. 
5 [0119] Also included in the family of'compounds of Formulae I through VII are the tautomeric forms of those com- 
pounds. 

[0120] Also included in me family of compounds of Formulae I through V!! arc the protected ac-ds thereof s, irn as 
the esters, hydroxyamino derivatives, amides and sulfonamides. Thus, for example, primary and secondary amines 
can be reacted with carboxylic acid substituted forms of Formulae l-VIl to form amides which can be useful as prodrugs. 

10 Preferred amines are heterocyclic amines, including optionally substituted aminothiazoles.. optionally suhRtmrtAd ami- 
no-isoxazoles. and optionally substituted aminopyridines; aniline derivatives: sulfonamides; aminocarboxylic acids; 
and the like. The esters, hydroxyamino derivatives and sulfonamides can be prepared from the acids by methods 
known to one skilled in the art. • 
[0121] Also included in the family of compounds of Formulae l-VII are the pharmaceutically-acceptable salts thereof. 

15 The term "pharmaceutically-acceptable salts" embraces salts commonly used to form alkali metal salts and to form 
addition salts Qf free acids or free bases. The nature of the salt is not critical, provided that it is pharmaceutically- 
acceptable, Suitable pharmaceutically-acceptable acid addition salts of compounds of Formulae t-VII may be prepared 
from an inorganic acid or from an organic acid. Examples ot such inorganic acids are hydrochloric., hydrobromic, hy- 
droiodic, nitric, carbonic, sulfuric and phosphoric acid. Appropriate organic acids may be selected from aliphatic, cy- 

20 cloaliphatic, aromatic, araliphatic, heterocyclic, carboxylic and sulfonic classes of organic acids, examples of which 
are formic, acetic, propionic, succinic, glycolic, gluconic, lactic, malic, tartaric, citric, ascorbic, glucuronic, maleic, fu- 
maric, pyruvic, aspartic. glutamic, benzoic, anthraniiic, mesylic, salicyclic, salicyclic, 4-hydroxybenzotc, phenylacetic, 
mandelic, embonic (pamoic), methanesulfonic, ethanesulfonic, benzenesulfonic, pantothenic, 2^hydroxyethanesulfon- 
ic, toluenesulfonic, sutfanilic, cyclohcxylaminosuffonic, stearic, algenic, N-hydroxybutyric, salicyclic, galactanc and ga- 

25 lacturonic acid. Suitable pharmaceutically-acceptable base addition salts of compounds of Formulae l-VII include me- 
tallic salts, such as salts made from aluminum, calcium, lithium, magnesium, potassium, sodium and zinc, or salts 
made from organic bases including primary, secondary and tertiary amines, substituted amines including cyclic amines, 
such as caffeine, arginine, diethylamine : N-ethyl piperidine, histidine, glucamine, isopropylamine, lysine, morpholine, 
N-ethyl morpholine, piperazine, piperidine, triethylamine, trimethylamine. All of these salts may be prepared by con- 

30 ventional means from the corresponding compounds of the invention by reacting, for example, the appropriate acid or 
base with the compounds of Formulae l-VII. 

Pharmaceutical Compositions 

35 [01 22] Also embraced within this invention is a class of pharmaceutical compositions comprising the one or more of 
the active compounds of Formulae l-VII in association with one or more non-toxic, pharmaceutically-acceptable carriers 
and/or diluents and/or adjuvants (collectively referred to herein as "carrier" materials) and, if desired, other active 
ingredients. The active compounds of the present invention may be administered by any suitable route, preferably in 
the form of a pharmaceutical composition adapted to such a route, and in a dose effective for the treatment intended. 

40 The active compounds and compositions may, for example, be administered orally, pulmonary, mucosaliy, intravascu- 
lar!^ intraperitoneal^, subcutaneously, intramuscularly or topically. 

[01 23] For oral administration, the pharmaceutical composition may be in the form of, for example, a tablet, capsule, 
suspension or liquid. The pharmaceutical composition is preferably made =n the form of a dosage unit containing a 
particular amount of the active ingredient. Examples of such dosage units are tablets or capsules. The active ingredient 
45 may also be administered by injection as a composition wherein, for example, saline, dextrose or water may be used 
as a suitable carrier. 

[01 24] The amount of IherapeuticaHy active compounds which are administered and the dosage regimen for treating 
a disease condition with the compounds and/or compositions of this invention depends on a variety of factors, including 
the age, weight, sex and medical condition of the subject, the severity of the disease, the route and frequency of 

so administration, and the particular compound employed, and thus may vary widely. The pharmaceutical compositions 
may contain active ingredients in the range of about 0.1 to 2000 mg, preferably in the range of about 0.5 to 500 mg 
and most preferably between about 1 and 100 mg. A daily dose of about 0.01 to 100 mg/kg body weight, preferably 
between about 0.5 and about 20 mg/kg body weight and most preferably beiween about 0.1 to 10 mg/kg body weight, 
may be appropriate. The daily dose can be administered in one to four doses per day. 

55 [0125] In the case of psoriasis and other skin conditions, it may be preferable to apply a topical preparation of com- 
pounds of this invention to the affected area two to four times a day. 

[0126] For inflammations of the eye or other external tissues, e.g., mouth and skin, the formulations are preferably 
applied as a topical ointment or cream, or as a suppository, containing the active ingredients in a total amount of. for 
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example.. 0.075 to 30% w/w, preferably '0.2 to 20% wlw and most preferably 0.4 to 15% w/w. When formulated in an 
ointment, the active ingredients may be employed with either paraffinic or a water-miscible ointment base. Alternatively, 
the active ingredients may be formulated in a cream with an oil-in-water cream base. If desired, the aqueous phase of 
the cream base may include, for example, at least 30% w/w of a polyhydric alcohol such as propylene glycol, butane- 
1 ,3-diol, mannitol, sorbitol, glycerol, polyethylene glycol and mixtures thereof. The topical formulation may desirably 
include a compound which enhances absorption or penetration of the active ingredient through the skin or other affected 
areas . Examples of such dermal penetration enhancers include dimethylsuifoxide and related analogs. The compounds 
of this invention can also be administered by a transdermal device. Preferably topical administration will be accom- 
plished using a patch either of the reservoir and porous membrane type or of a solid matrix variety. In either case, the 
active agent is delivered continuously from the reservoir or microcapsules through a membrane into the active agent 
permeable adhesive, which is in contact with the skin or mucosa of the recipient. If the active agent is absorbed through 
the skin : a controlled and predetermined flow of the active agent is administered to the recipient. In the case of micro- 
capsules, the encapsulating agent may also function as the membrane. 

[0127] The oily phase of the emulsions of this invention may be constituted from known ingredients in a known 
manner. While the phase may comprise merely an emulsifier, it may comprise a mixture of at least one emulsifier with 
a fat or an oil or with both a fat and an oil. Preferably, a hydrophilic emulsifier is included together with a lipophilic 
emulsifier which acts as a stabilizer. It is also preferred to include both an oil and a fat. Together, the emulsifier(s) with 
or without stabilizer(s) make-up the so-called emulsifying wax, and the waxtogether with the oil and fat make up the 
so-called emulsifying ointment base which forms the oily dispersed phase of the cream formulations. Emulsifiers and 
emulsion stabilizers suitable for use in the formulation of the present invention include Tween 60, Span 80, cetbstearyl 
alcohol, myristyl alcohol, glyceryl monostearate, and sodium lauryl sulfate, among others. 

[0128] The choice of suitable oils or fats for the formulation is based on achieving the desired cosmetic properties, 
since the solubility of the active compound in most oils likely to be used in pharmaceutical emulsion formulations is 
very low. Thus, the cream should preferably be a non-greasy, non-staining and washable product with suitable con- 
sistency to avoid leakage from tubes or other containers. Straight or branched chain, mono- or dibasic aikyl esters 
such as di-isoadipate, isocetylstearate, propylene glycol diesterof coconut fatty acidr, is op ropy! myri state, decy! oleate, 
isopropyl palmitate, butyl stearate, 2-ethythexyi palmitate or a blend of branched chain esters may be used. These 
may be used alone or in combination depending on the properties required. Alternatively, high melting point lipids such 
as white soft paraffin and/or liquid paraffin or other mineral oils can be used. 

[01 29] Formulations suitable for topical administration to the eye also include eye drops wherein the active ingredients 
are dissolved or suspended in suitable carrier, especially an aqueous solvent for the active ingredients. The antiinflam- 
matory active ingredients are preferably present in such formulations in a concentration of 0.5 to 20%, advantageously 
0.5 to 10% and particularly about 1 .5% w/w. 

[0130] For therapeutic purposes, the active compounds of this combination invention are ordinarily combined with 
one or more adjuvants appropriate to the indicated route of administration. If administered per os, the compounds may 
be admixed with lactose, sucrose, starch powder, cellulose esters of alkanoic acids, cellulose alkyl esters, talc, stearic 
acid, magnesium stearate, magnesium oxide, sodium and calcium salts of phosphoric and sulfuric acids, gelatin, acacia 
gum, sodium alginate, polyvinylpyrrolidone, and/or polyvinyl alcohol, and then tableted or encapsulated for convenient 
administration. Such capsules or tablets may contain a controlled-release formulation as may be provided in a disper- 
sion of active compound in hydroxypropylmethyl cellulose. Formulations for parenteral administration may be in the 
form of aqueous or non-aqueous isotonic sterile injection solutions or suspensions. These solutions and suspensions 
may be prepared from sterile powders or granules having one or more of the carriers or diluents mentioned for use in 
the formulations for oral administration. The compounds may be dissolved in water, polyethylene glycol, propylene 
glycol, ethanol. corn oil, cottonseed oil, peanut oil, sesame oil, benzyl alcohol sodium chloride, and/or various buffers. 
Other adjuvants and modes of administration are well and widely known in the pharmaceutical art. 
[01 31 ] For pulmonary administration, the pharmaceutical composition may be administered in the form of an aerosol 
or with an inhaler including dry powder aerosol. 

General Synthetic Procedures 

[0132] The compounds of the invention can be synthesized according to the procedures set forth below. The sub- 
stituents of the compounds shown in the following procedures generally have the same definition as the substituents 
at the corresponding position in the compounds of Formulae l-VII, except where further noted. For example, unless 
otherwise noted, R 1 , R 2 and R 3 as used in the procedures below correspond to R 1 . R 2 .and R 3 as previously defined; 
R 3A and R 3B correspond to substituents independently selected from R 3 as previously defined; and R s corresponds 
to a functional group selected from the group consisting of hydrogen and the optional substituents previously defined 
for the R 1 cyclohexyl, pyridinyl and phenyl moieties. Unless, otherwise noted, X H as used in the procedures below 
corresponds to halogen. Although the discussion of the synthetic methodology outlined below focuses primarily on 
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difluoro compounds (i.e., wherein one of X 1 and X 2 is fluoro and the other of X 1 and X 2 is hydrogen), it also is applicable 
to the preparation of trifluoro compounds (i.e., wherein both of X 1 and X 2 are fluoro). 




1. X'=H, X 2 = F 3 . X ! =H, X 2 = F 

2. X'=F, X 2 = H 4 . X'=F, X 2 = H 

[0133] The 3,5-difliioro-4-methylsulfonylphenyl 1 , 2,5-difluoro-4-methylsulfonylphenyl 2, S.S-difiuoro^-amino-sulfo- 
nylphenyl 3, and ^j5-iifluoro-4-amino-sulfonylphenyl 4 are specific regiochemically substituted aromatic rings present 
in the cyclooxygetase-2 inhibiting diaryl-heterocycles disclosed in this application. The described difluoro-4-methyl- 
sulfonylphenyl 1 of 2 and difluoro-4-amino-sulfonylphenyl 3 or 4 ring functionality can be prepared using the synthetic 
methodology outlined below for the various diaryl substituted heterocycles disclosed in this application. 




5. X l =H, X 2 = F i. x^H, X 2 = F 

6. X l =F, X 2 = H 2 . X'=F, X 2 = H 



[0134] The methyjlhio 5 or 6 group can be converted to the corresponding methylsulfone 1 or 2, respectively, through 
treatment with at leatt two molar oxidizing equivalents of a reagent such as m-chloroperbenzoic acid, monoperoxyph- 
thalic acid, or OXONE®. 
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Scheme I 
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2. X'= F, X 2 = H 




(R" 3 B) 



7. X'^H, X 2 = F 

8. X ] =F, X 2 = H 



1. R'Li, THF, -78°C 
► 



2. BR" 3 , 



1. reflux 



2. H 2 NOS0 3 H, 
NaOAc,H 2 0 




7. X ! =H, X'=F 

8. X = F, X 2 = H 



2 _ 




1 v'_ T_T — T7 

•j. /v — ax, -A. — .T 

4. X ] =F,X 2 = H 



[0135] The sulfonamide 3 or 4 can be obtained from the corresponding sulfone 1 or 2 by treatment with an alkyt base 
such as butyUithium.|ie|hy!iithium, and the like in ethereal solvents such as tetrahydrofuran at approximately -78 °C. 
In a second step, a tfffelk|fl-borane such as triethylborane ortributylborane is added affording the corresponding inter- 
mediate borate 7 or 8 wWch is warmed to room temperature prior to refluxing for 16 hours or an appropriate period of 
time. The solution is cooled to room temperature. Water sodium acetate and hydroxylamine-Osulfonic acid are then 
added to yield the sufonamide 3 or 4 [Hwang, Tetrahedron Letters, 35, 720 1 -04(1994)). 
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Scheme II 



10 




15 



1. X l =H, X 2 = F 

2. X'=F, X 2 = H 



20 




1. R'Li, TKF, -78°C 



2. (CH 3 ) 3 SiCH 2 Cl 




Si{CH 3 ) 3 11. X-H, X 2 = F 
12. X ] =F, X 2 = H 



NH 2 OS0 3 H 



NaOAc 



NH 2 




30 



3. X ! =H, X 2 = F 

4. X ] =F, X 2 = H 



13. X^H, X 2 = F 

14. X*=F, X 2 = H 



35 



40 



[0136] !r Scheme II, sulfonamide 3 or 4 can be obtained oy treatmen: of the corresponding sulfone 1 or 2 with an 
alkyl base such as bu^llithium. Addition of trimethylsilyi-me:hylchloride a^'ords the corresponding tnmethylsilylethyl- 
sulfone 11 or 12. Destination by a reagent such as tetra-n-butyl ammonia fluoride to a solution of the sulfone 11 or 
12 followed by in situ ethylene extrusion affords the sulfinic acid 13 or 14 [Vhu, Steroids, 67, 543-45 (1997)]. Sulfinic 
acid 13 or 14 can be converted to the corresponding sulfonamide 3 or 4 try :ne addition of sodium acetate and hydrox- 
ylamine-O-sulfohic acid. 
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10 




H 3 C — S 



5. X'=H, X 2 = F 

6. X'= F, X 2 = H 



Scheme III 



1. [OJ 



2. (RCO) z O 
heat 




15 



15. X'=H, X 2 = F 

16. X'=F, X 2 = H 

1. [0] 

2. "OH, or 'OR 



20 



25 




3. X'=H, X 2 = F 

4. x'-F, X 2 = H 



NH 2 OS0 3 H 



NaOAc 



H 



13. X 1 - H, X 2 = F 

14. X' l =F, X 2 = H 



30 [0137] In Scheme III sulfonamides 3 or 4 can be prepared from the methylthio group from the corresponding ring 
substitution in 5 or 6 % conversion of the methylthio moiety to the sulfoxide by careful addition of one equivalent of an 
oxidizing agent such |s ^chloroperbenzoic acid r monoperoxyphthalic acid, or OXONE®. A Pummer rearrangement 
performed by mixing the resulting sulfoxide in anhydrides followed by heating provides the corresponding thioacetal 
15 or 16. Oxidation tf tfe sulfone as described earlier followed by treatment with either hydroxide or an alkoxide 

35 provides the correspa!di|g sulfinic acid 13 or 14 [Vleeschauwer, Syn. Lett., 4, 375-77, (1997)]. The sulfinic acid 13 or 
14 can be converted to the desired sulfonamide 3 or 4 by the addition of a suitable base such as sodium acetate and 
hydroxylamine-O-sulfonic acid in aqueous alcoholic solvents such as methanol-water or ethanol-water. 
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H 3 C S 




6. X 5 =F, X 2 = H 



Scheme IV 

1. [O] 

^ 

2. CF 3 C0 2 0 




17. X'=H, X 2 = F 

18. X'=F, X 2 = H 



CI,/ ethanol 




NH 4 OH 




• 3. X = H, X 2 = F 
4. X = F, X 2 = H 



19. X'=H, X =F 

20. X'=F, X 2 = H 



[0138J Alternatively, §jph§ me IV illustrates another procedure forthe preparation of sulfonamides 3 or 4 starling with 
the corresponding meth^lthio moiety 5 or 6. First, conversion of the methylthio moiety to the methylsulfoxide is accom- 
plished by careful addition of one equivalent of an oxidizing agent such as m-chloro-perbenzoic acid, monoperoxyph- 
thalic acid, or OXONE®, The methylsulfoxide is then mixed in a variety of inert solvents such as dichloromethane with 
trifluoroacetic anhydride which, after aqueous workup, provides the corresponding sulfide 17 or 18, respectively. The 
sulfide 17 or 18 is treated with chlorine providing the corresponding sulfonyl-chloride 19 or 20. Finally, addition of 

ammonia to the sulfonylchloride 19 or20 affords the desired sulfonamide 3 or 4 (Kharash J.Am Chem Soc 73 3240 
(1951)]. 





22. X'-F,X 2 = H 



23. X=H, X 2 = F 

24. X'=F, X 2 = H 



[0139] Difluoro-4-methylthiophenyl-substituted-phenyl-ethanones 21. 22. 23 and 24 are intermediates used in the 



EP 1 251 126 A2 



preparation of many of the diaryi-heterocycles disclosed in this application The following is a description of several 
methods for their preparation. 



Scheme V 
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25. X ! -H,X* = F 

26. X l = F,X 2 = H 



2 = 



i. NaSCH 3 




H 3 CS' 



H 




27. X 1 =H,X 2 =F 

28. X 1 =F, X 2 = H 
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H 3 CS 




27. X , -H,X 2 = F . 

28. X 1 =F,X 2 = H i 



1. (CH 3 ) 3 SiCN/ZnI 2 
► 

2. Lithium diisopropylamide 




H 3 CS 




21. X l =H,X ? = F 

22. X 1 = F,X 2 = H 



40 



[01 40] Scheme V |w|rates the preparation of a deoxybenzoin 21 or 22. Mixing trifluorobenzaldehyde 25 or 26 with 
sodium thiomethoxrA Aolar solvents such as acetonitrile or dimethylformamide produces the corresponding dif luoro- 
4-methylth«obenzald||y|e 27 or 28. A solution of the aldehyde, zinc iodide , and trimethylsilyl cyanide in a halogenated 
solvent such as dichl&rotmethane is mixed at room temperature affording a trimethylsilylcyanohydrin. Deprotonation of 
the cyanohydrin with a i|ase such as lithium diisopropylamide or lithium hexamethyl-disilylamide followed by addition 
of an appropriately stf&sftuted benzylhalide and acid-base workup of the reaction yields the corresponding 1 -(dif luoro- 
4-methylthiophenyl)-2-(substituted-phenyl)-ethanone 21 or 22. 
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23.X , -H,X 2 -F 

30 ' 24.X } -T, X 2 «H 

[01 41 ] A synthetic scheme for the preparation of dif luoro-4-methylthiophenyl-substituted-phenyI-ethanone 23 or 24, 
which has the alternative regiochemistry. is outlined in Scheme VI. Reduction of the difluoro-4 methylthiobenzaldehyde 
35 27 or 28 with hydride reagents such as sodium borohydride : lithium aluminum hydride, and the like affords the benzyl 
alcohol. Conversion of the benzyl alcohol to the corresponding benzyl halide 29 or 30 can be accomplished through 
the preparation of the tosylate followed by displacement with chloride or bromide ion (represented by X H in Scheme 
VI). These compounds can be utilized in the synthetic methodology described previously to afford the desired 1-(sub- 
stituted-phenyl)-2-(difluoro-4-methylthiophenyl)-ethanone 23 or 24. 
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Scheme VII 



H 3 CS 




27. X*=H,X 2 =F 

28. X J =F, X 2 =H 




C0 2 H 



32. X'=H, X 2 =F 

33. X l =F, X 2 =H 



H 3 CS 




1. DPP A, TEA 

2. tert-BuOH 

3. HCI 



H 3 CS' 




32. x'«H f X 2 =F 

33. X , «F, X 2 =H 



23. X , «H, X 2 -F 

24. X 1 -F, X 2 «=H 



[01 42] Scheme VII illustrates a procedure that can be used to prepare 1 -(substituted«phenyl)-2-(difluoro-4-methyl- 
thiophenyl)-ethanone 23 or 24 from the corresponding difluoro-4-methylthiobenzaldehyde 27 or 28. In step one the 
aldehyde 27 or 28 and substituted phenylacetic acid 31 are heated in acetic anhydride and triethylamine which upon 
aqueous quenching, affords the corresponding 2,3-disubstituted acrylic acid 32 or 33. Mixing of acrylic acid 32 or 33 
with d.phenylphosphorylazide (DPPA) and triethylamine produces an acylazide. The acylazide undergoes a Curtius 
rearrangement to an isocyanate which is trapped with rerr-butanol yielding a N-te^butylcamoxy-cartoamate Treatment 
of the carbamate with concentrated aqueous hydrochloric acid provides the desired substituted ketone 23 or 24 



EP 1 251 126 A2 



Scheme VIII 




CH 3 CH 3 

35. X 1 = H, X 2 = F 37. X 1 = H, X 2 - F 

36. X 1 = F, X 2 = H 38. X 1 = F, X 2 = H 



[0143] The preparation of 3,4-diarylthiophene 37 or 38 is illustrated in Scheme VIII. Difluoro-4-methylthiophenyl- 
substituted-phenyl ethafone 21 or 22 and an acetal of dimethylformamide are refluxed together in toluene. Upon re- 
moval of the solvent anil excess acetal. the enarrnne 33 or 34 is obtained. The enamine 33 or 34 is refluxed in 1.2 
dlchloroethane with est#s ©f thioacetic acid affording a mixture of Michael addition products 35 or 36. The 1 ,2-dichlo- 
roethane is removed at feduced pressure and the residue is ta<en up in an alcoholic solvent and the related sodium 
alkoxide added. Upon mixing at room temperature -he desired trisubstituted thiophene 37 or 38 is obtained after puri- 
fication. 
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Scheme IX 
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37. X 1 - H, X 2 = F 

38. X 1 = F, X 2 = H 




R - NH 2 , CH 3 

39. # = H,XR 2 = F 

40. X ! =F,X 2 = H 



OH 




R 2 - NH 2 , CH 3 

43. X' = H, X 2 = F 

44. X'=F,X 2 =H 



previously 



described 




R 2 =NH 2 , CH 3 

39. X l = H,X 2 = F 

40. X 1 =F,X 2 = H 




R* = NH 2 , CH 3 

Z = C0 2 R\ C0 2 NR"R\ 
CH 2 OH, CN, etc. 

41. X*=H,X 2 = F 

42. X 1 = F, X 2 = H 



Cu, quinoline 



hear 




R 2 «NH 2f CH 3 

45. X 1 =H,X 2 = F 

46. X , =F > X 2 =H 



55 



n LmJ c k m lX ' me,hyllhi ° m ° iety 37 ° r 38 can be converted '° corresponding difluoro- 

ciXr^ZuTr* ° r SU " 0namide 39 or 40 as descr bed P~vtou.hr- The ester group of thiophene 39 or 40 then 
can be manipulated us.ng conventional organic laboratory procedures into a number functional groups such as alcohol 
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alkyl. alkene, alkyne, amide, cyano, etc. The ester group also can be saponified and the resulting carboxylic acid 43 
or 44 removed through a copper-mediated decarboxylation affording the desired 3,4- substituted diphenylthiophene 
45 or 46. 



Scheme X 




R 2 = NH 2 , CH 3 R 2 = NH 2 , CH 3 

37. X 1 = H,X 2 = F E- CI, Br. I. N0 2 

38. X 1 =F.X 2 = H ^ 47. X^EX^F 

48. X 1 = F, X 2 - H 




R 2 = NH 2 , CH 3 

E = CI Br, I, NO z 

Z = C0 2 R, C0 2 NR"R\ 

CH 2 OH, CN, etc. 

49. X 1 = H, X = F 

50. X 1, = F,X 2 = H 



1 ' 



1. *OH 

2. Cu/ quionoline 




51. X 



R = NH 2 , CH 3 
E = CI, Br. I, N0 2 
1 - H, X 2 - F 



52. X 1 =F.X 2 = H 



[0145] Alternatively, as illustrated in Scheme X, the remaining hydrogen of the thiophene ring 37 or 38 can be con- 
verted to a halogen or nitro group in the corresponding 47 or 48 and the ester once more manipulated as described 
to a variety of functional groups as in the corresponding difluoronated compounds 49, SO, 51 or 52, respectively. 
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R 2 = NH 2 , CH 3 

53. X J =H,X 2 = F 

54. X 1 - F, X 2 - H 




57. 



R*-NM 2 ,CH 3 
E = C1 Br,I,N0 2 
Z = C0 2 *\ C0 2 NR ,,u R«", 

CH 2 OH CN, etc. 
X 1 - H, X 2 « F 



58. X' =F, X 2 = H 
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Scheme XI 





i] C0 2 R" 






R 2 R 2 = 


NH 2 , CH 3 



E = Cl,Br,I, N0 2 
55. X = H, X = F 



56. X 1 =F,X 2 = H 



1 2. ( 



OH 

Cu/ qixionoline 




R 2 = NH 2 , CH 3 

E- CI, Br. I, N0 2 

59. X 1 = H, X - F 

60. X ! = F, X 2 = H 



[01 46) Initiation of the thiophene protocol with the second regioisomer of the difluoro-4-methytthiophenyl-substituted- 
phenyl ethanone 21 or 22 and implementation of the thiophene chemistry described in Scheme X affords thiophenes 
with the regiosubstitution shown in Scheme XI. 
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Scheme XII 




67. X 1 = H, X 2 = F 

68. X 1 = F, X 2 =H 

X 2 




69. X : = H, X 2 = F 

70. X ! = F, X 2 = H 



[0147] Synthetic Scheme XII illustrates the preparation of :e:rasubstitutec! pyrazoles from acetophenone 61. In step 
1 of synthetic Scheme XII, the phenyl-methyl ketone 61 is treated wiih a aase and an alkyiating reagent (R 3A L. wnere 
L represents a leaving group such as tosyf) to give the substituted ketone 62. in step 2. the substituted ketone 62 is 
treated with base : such as sodium methoxide. and an acylating reagent such as an ester (R3B C 0 2 CH 3 ). or ester equiv- 
alent (R3BCO-imidazolc) to give the intermediate dikctonc 64 [Rcid. Calvin. J. Amcr. Chcrn. Soc, 72,2948-52 (1950)]. 
In step 3, the diketone 64 is reacted with a substituted hydrazine 65 o- 66 in acetic acid or. an alcoholic solvent to give 
a mixture of corresponding pyrazoles 67 and 69, or 68 and 70. respectively Separation of :he desired pyrazole 69 or 
70 can be achieved by chromatography or recrystallization. 



64 
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Scheme XIII 




74. X 1 = H,X 2 = F 

75. X 1 =F,X 2 = H 



[0148] Synthetic Scheme XIII illustrates the preparation of 4-uns^ostituted pvrazoles (i.e., R 3A as used in Scheme 
XIII is hydrogen). In step 1 , ketone 61 is treated with a base, preleaoiy sodium methoxide or sodium hydride, and an 
ester, or ester equivalent, to form the intermediate diketone 71 vv-cn is used without further purification. In step 2, 
diketone 71 in an anhydrous protic solvent, such as absolute etha~ol or acetic acid, is treated with the hydrochloride 
salt or the free baseof a substituted hydrazine 65 or 66 at reflux fc 10 to 24 hours to afford a mixture of pyrazoles 72 
and 74, or 73 and ife, respectively. Recrystallization from diethyl e:n e r/hexane or chromatography affords the corre- 
sponding desired cimgound 74 or 75, usually as a light yellow or :an solid Additional pyrazoles can be prepared in 
accordance with the methods described in U.S. Patent NJos. 5,40'. 755. 5,434.178, 4,146,721 , 5,051 ,518, 5,134,142, 
and 4,914,121, which are incorporated by reference. 
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[0149] Synthetic Scheme XIV illustrates the preparation cr 4,5-dihydrobenz(g)indazole compounds. In step 1 , ethyl 
esters of acetates are mixed with base, such as 25% sodium methoxide in a protic solvent, such as methanol, and 
1 -tetralone derivative 76 to give the intermediate diketone 77. In step 2. the diketone 77 in an anhydrous protic solvent, 
-to such as absolute etfranol or acetic acid, is treated with the f-ee base or Hydrochloride salt of a substituted hydrazine 
65 or 66 at reflux for 14 hours to afford a mixture of corresponding pyrazo'es 78 and 80, or 79 and 81 . Recrystallization 
gives the 4.5-dihydrobenz[g]indazolyl-benzenesulfonamide 78 or 79. 
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Scheme XV 



H 2 N0 2 S 




74. X'=H,X 2 = F 

75. X'=F,X 2 = H 

R 1 = Substituted phenyl 
or heterocycle 



h 2 no 2 S 



CI, 



CH 3 C0 2 H 




82. X = H, X 2 = F 

83. X 1 =F,X 2 = H 



[01 50] SynthetteS^heme XV illustrates the preparation of 4-chloro-pyrazole compound 82 or 83, from the pvrazole 
compound 74 or 7-5 therein R3A is hydrogen. Chlorination results from passing a stream of chlorine gas at room 
temperature through a solution containing 74 or 75. 




H 2 0 2 



NaOH 



84 



Scheme XVI 




8S H jN 0^-^Y^ Xl 



85 



NHNH 2 h 2 N0 2 S 



65. X 1 = H,X 2 «F 

66. X ! = F,X 2 = H 




74. X 1 - H. X 2 « F 

75. X 1 « F, X 2 - H 



R 1 = substituted phenyl 
or heterocycle 

[0151] Synthetic S^e XVI illustrates an alternative regioselec:ive method of constructing pyrazole 74 or 75 
Commeraaliy ava.labl#e«nes 84 can be epoxidized to give epoxyketones 85, which are treated with the appropriate 
d.fluoro^-sulfonam.do-phenylhydrazine hydrochloride 65 or 66, to provide the desired pyrazole 74 or 75, respectively 
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Scheme XVII 
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87. X 1 =F,X 2 =H 



NaSCH 3 



O 

^ II 



CH 3 



88. X 1 = H,X 2 = F 




H 3 CS 



88. X 1 =H, X 2 = F 

89. X 1 = F, X 2 = H 




90 



91. X J = H,X 2 = F 

92. X 1 = F, X ? = H 



30 



35 



40 




H 3 CS 



91. X l «H,X 2 = F 

92. X 1 =F,X 2 = H 



R 1 — NHNH, 



H 3 CS 




93. X^H, X 2 = F 

94. X ] = F, X 2 = H 
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[0152] Scheme XVII illustrates a regioselective method of preparing methylthiopyrazole 93 or 94. The trifluoro-ac-* 
etophenone 86 or 8:7 is mixed with sodium thiomethox;de in a polar solvent such as acetoniirile of dimethylformamide 
to afford the corresponding difluoro-4-methyl-sulfonylacetopnenone 88 or 89. Mixing the acetophenone 88 or 89 with 
a base, such as sodium methoxide : and an acylating reagent 90 such as an ester (R 1 C0 2 CH 3 ), or activated ester 
equivalent (R 1 C04midazole), gives the corresponding intermediate diketone 91 or 92 [J. Amer. Chem, Soc, 72, 
2948-52, (1950)]. This diketone 91 or 92 is refluxec with a substituted hydrazine in alcoholic solvents under acid con- 
ditions to afford the methylthiopyrazole 93 or 94 after purification by chromatography or crystallization. 
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H 3 CS 
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93. X 1 -H,X 2 -F 

94. X l -F t X 2 «H 
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Scheme XVIII 




R 2 0 2 S' 




95. X 1 «H,X 2 = F 

96. X^F, X 2 = H 

R 2 =CH3, NH 2 



[0153] The me|foy|thiopyrazole 93 or 94 can be converted to the desired difluoro-4-methylsulfonylpyrazole or difluoro- 
4-sulfonamidylp^^ples 95 or 96, respectively, using procedures described earlier. Similar pyrazoles can be prepared 
by methods desJSbird in U.S. Patent No. 5,486,534 which is incorporated by reference. W096/37476 describes meth- 
ods for the preparation of 3-haloalkyl-1 H-pyrazoles and also is incorporated by reference. 
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Scheme XIX 
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l.NH 2 OH*HCl 



2. NaOAc 




NOH 
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97.X 1 =H, X 2 = F 
9S.X l =F, X 2 = H 



99. X 1 =H, X 2 = F 

100. X*=F, X 2 = H 



so 



£0154] Synthetic Scheme XIX illustrates a procedure that can be used for the preparation of oxime intermediate 99 
or 1 00. Treatment || kftone intermediate 97 or 98 with hydroxylamine. generally prepared from hydroxy! amine hydro- 
chloride by sodium%c%tate, provides the corresponding oxime intermediate 99 or 100 respectively. A wide variety of 
solvents can be used for this reaction including ethanol. toluene, and tetrahydrofuran. 
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[0155] Synthetic Scheme XX illustrates a procedure that can be used for the preparation of hydrated isoxazole 
derivatives 101 orfOfL The substituted oxime 99 or 100 is treated wiih at least two equivalents of a base such as n- 
butyllithium in hexthe^ to produce a dianion which is subsequently acylated. Suitable acylating agents are anhydrides, 
acyl imidazoles, es%rs and the like. Upon quenching the reaction mixture with dilute aqueous acid, the corresponding 
hydrated isoxazole derivative 101 or 102 can be isolated by crystallization or chromatography. 



Scheme XXI 
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101. X l -H, X 2 -F 103 x^H, X 2 = F 

102. X = F, X 2 = H 104.X l =F, X 2 = H 

[0156] Synthetic Scheme XXI illustrates a procedure tnat can be used for the preparation of isoxazole analog 103 
or 104 through dehydration of the corresponding hydrates isoxazole derivative 101 or 102. Substituted hydrated iso- 
xazole 101 or 102 is iis|olved in an appropriate solvent such as toluene and then treated with a catalytic to stoichio- 
metric amount of concentrated sulfuric acid to effect dehydration and thereby produce isoxazole derivative 103 or 104. 
Other acids also can be employed to effect this transformation such as concentrated HCI t concentrated HBr and many 
others. 
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Scheme XXII 
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1. CISO3H 



2. NH 4 OH 



H,N 
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103. X 1 =H, X 2 = F 

104. X 1 =F, X 2 = H 



105. X 1 =H, X 2 = F 
106-X^F, X 2 = H 



25 



[0157] Syntheti| Scheme XXII illustrates a procedure that can be used for the preparation of substituted dtf- 
luoro-(4-sutfonam3d!§)phenylisoxa2ole analog 105 or 106 from the corresponding difluorophenylisoxazole 103 or 104. 
The procedure is | tf o step process for the direct introduction of the sulfonamide moiety into difluorophenylisoxazole 
103 or 104 or hy#atj|d isoxazote 101 or 102. \r. ctop one. isoxazole 103 cr 104 or hydrated isoxazole 101 or 102 is 
treated at about 0^ C with two or three equivalents of chlorosulfonic acic to form the corresponding sulfonyl chloride. 
In step two, the sulf onyl chloride thusformed is treated with concentrated ammonia to provide the sulfonamide derivative 
105 or 106. 
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Scheme XXIII 
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l.S0 3 *py 



2. POCI3 

3. NH 4 OH 




so 



103. X 5 = II, X 2 = F 

104. X ! =F, X 2 = H 



105. X 1 = H, X 2 = F 

106. X^F, X 2 = H 



[0158] Synthetic %heme XXIII illustrates a three step procedure used to prepare sulfonamide 105 or 106 from the 
corresponding difluepgpienyl isoxazole 103 or 104. In step one, the difluorophenyl isoxazole 103 or 104 is converted 
into the correspondi% Sulfonic acid by treatment with sulfur trioxide pyridine complex at about 1 00 °C. In step two, the 
sulfonic acid is converted into the sulfonyl chloride by the action ol phosphorus oxychloride. in step three, the sullonyl 
chloride is treated with excess concentrated ammonia to provide difluoro-4-sulfonamidyl-phenylisoxazole 105 or 106. 
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Scheme XXIV 
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NH,OH*HCl 



H 3 CS 
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21. X 1 =H, X 2 = F 

22, X 1 = F, X 2 = H 
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107. X ! =H, X 2 = F 

108. X r =F, X 2 -H 

n-BuIi 
R 3 C0 2 R 
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H 3 CS 
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H 2 S0 4 



H 3 CS 




111. X 1 =H, X 2 = F 

112. X 1 =F, X 2 = H 



45 



109. X 1 =H, X 2 = F 

110. X 1 =F, X 2 = H 



50 



[0159] Scheme XXIV illustrates a five step procedure fc the preparation of substituted isoxazole derivatives, in the 
first step substituted phenyl-2-(dif1ucro-4-methylthiopheny!Vethanone 21 or 22 is converted to the corresponding oxime 
107 or 108 by treatment with hydroxylamine hydrochloride in the presence of sodium acetate in aqueous eihanoi. fne 
oxime 107 or 108 is treated with slightly more than two equivalents of n-butyl lithium and then the resulting dianion is 
quenched by a suitable acylating agent such as an anhyd'ide. acid chloride, ester, acyl imidazole and the like to afford 
a hydrated isoxazole 109 or 110, respectively. In the last step : the hydrated isoxazole is dehydrated by an acid and 
the sulfonamide unmasked by treatment with aqueous sulfuric acid to form the isoxazole derivative 111 or 112 as 
desired. 
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Scheme XXV 




111. X 1 = H, X 2 = F 

112. X 1 =F, X 2 = H 




113. X l =H, X 2 = F 
ll^X'-F, X 2 = H 
R 2 = CH 3 orNH 2 



[0160] As illustrated in Scheme XXV, the methylsulfide moiety 111 or 1 12 prepared in Scheme XXIV can be con- 
verted to the sulfonamide or methylsulfone diarylisoxazoie 113 c- 114. 
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Scheme XXVI 




117. X^HX^F H9. X ! = H,X 2 -F 

118. x'-F.X'-H 120. X^F, X 2 = H 



40 [0161] Scheme XXVI illustrates a three-step procedure for the preparation of another isoxazole isomer. In step one : 
substituted 1 jl-tfiphenylbutenone 115 or 116 is converted to the corresponding oxime 117 or 118 by treatment with 
hydroxylamine hydrochloride in the presence of sodium acetate in aqueous ethanol. The oxime 117 or 118 is then 
reacted with potassium iodide and iodine in the presence of base, such as sodium bicarbonate, to afford a halo inter- 
mediate. Sodium bisulfite is added to form the corresponding isoxazole 119 or 120. 

45 



so 
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Scheme XXVII 



O N O M 




i 



[01 62] Treatment of the isoxazole 1 1 9 or 1 20 with chlorosulfonic acid provides, after workup, the intermediate sulfonyi 
chloride which cjm be converted to the corresponding sulfonamide 121 or 122 by mixing with ammonia in various 
solvents. In addijjo% difluoro-4-sulfonam idyl -phenyl type diaryl/heteroaryl isoxazoles can be prepared by the methods 
described in PCT Application Serial No. US96/01869 ; PCT documents WO92/05162 and W092/1 9604, and European 
Publication EP.26928, which are incorporated by reference. 



Scheme XXVIII 




124. X 1 «F,X 2 =H 

126. X 1 =H,X 2 = F 

127. X l =F, X 2 = H 

[0163] Scheme XXVIII illustrates a synthetic pathway lor preparation of furanones. The acetophenone 86 or 87 is 
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halogenated in acetic acid to afford the corresponding acyihalide 123 or 124. Displacement of the halide 123 or 124 
with phenylacetic acid 125 in the presence of triethylamine in acetomtrile followed by addition of diazobi-cyclo[5.4.0] 
undec-7-ene affords ihe corresponding f uranone 1 26 or 1 27 as desired [ Ahluwalia, Synth. Commun. 1 9, 61 9-26 (1 989)). 

Scheme XXIX 



w 
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20 



25 




[01 64] The methylthiof uranones 1 26 or 1 27 can be convened to the corresponding methylsulfonyl and sulfonamide 
30 furanones 128 or 129 as previously outlined. 5 
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Scheme XXX 




[0165] The furan 130 or 131 can be prepared from the corresponding furanone 126 or 127 by reduction and rearo- 
matization though fJeftydration. Treatment of the furanone 1 26 or 127 in chlorinated solvents such as dichioromethane 
at reduced tempeljatiires with hydride reagents such as ciisobutylalurninum hydride (DIBAL-H) followed by treatment 
with mineral acids to catalyze the dehydration o: the resulting hemiacetal affords the corresponding furan 130 or 131 
[Singh. Indian J. Chem., Sect. B., 29, 954-60 (1990)]. Tne sulfide can be converted to the sulfone 132 or 133 and 
sulfonamide 134 or 135 as previously described. 
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Scheme XXXI 




NaSCH, 



136. X 1 = H, X 2 = F 

137. X 1 = F, X 2 = H 




142. X 1 =H,X 2 = F 

143. X 1 -F, X 2 = H 



5 3A 



«) xhVf 



,3B 



2) Dehydration 
R 3B 




I x 1 

CH 3 

144. X 1 =H,X 2 = F 

145. X 1 =F,X 2 = H 



r'cn 



R 2 3 A1 




138. X ! =H,X 2 = F 

139. X , =F,X 2 = H 




NH 2 



140. X * = H, X" = F 

141. X 1 =F,X 2 = H 




146. X 1 = H, X 2 = F 
R 2 = CH 3 ,NH 2 



147. X l =F,X 2 = H 



[0166] Scheme XXXI illustrates the preparation of the difluoro-4-sulfonylphenyl-imidazole 146 or 147. Substitution 
of the 4-fluorine in trifluoro-nitrobenzene 136 or 137 with sodium thiomethoxide provides the corresponding difluoro- 
4-methylthio-nitrobenzene 138 or 139. Reduction of the nitro group to an amine can be accomplished through hydro- 
genation over a metallic catalyst such as palladium or platinum on various supports. The resulting phenylamine 140 
or 141 can be reacted with substituted nitriles in the presence of alkylalumtnum reagents such a trimethylaluminum in 
inert solvents such as toluene or benzene affording the corresponding amidine 142 or 143. Mixing of the amidine with 
a 2-haloketone in the presence of mild inorganic or organic bases such as triethyl amine, diisopropylamine, or sodium 
bicarbonate in solvents such as acetone, acetonitriie, or dimethylfoimamide gives a 4,5-dihydroimidazole that can be 
dehydrated in the presence of catalytic mineral acids to afford the corresponding 1 ,2-disubstituted imidazole 144 or 1 45. 
[01671 These types of diaryl/heteroaryl imidazoles also can be prepared by the methods described in U.S. Patent 
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No. 4 ; 822,805 and PCT documents W093/1 4082 and WC96/03388 which are incorporated by reference. The meth- 
ylsulfide can be converted to the sulfones or sulfonamide affording substituted diarylimidazole 146 or 1 47 as previously 
described. 



Scheme XXXII 
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KaoS0 3 



H 3 C0 2 S 



(CH 3 ) 2 S0 4 



149.X l = F t X 2 = H 



H3C0 2 S 




n-BuLi, THF, -78°C 



2. ZnCh 



150. X 1 «H # X 2 = F 

151. X 1 «F f X 2 »H 



S0 2 CH 3 
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S0 2 CH 3 



158.X 1 =H,X" = F 



1. n-BuLi 



2. 2nCI 2 




150. X* = H,X 2 «F 

151. X'-F.X^H 



H3CO2S 




152. X 1 =H,X 2 «F 

153. X 1 -F,X 2 = H 
R 3 




0 2 CH 3 



R3 154. X 1 = H,X 2 =F 



155. X 1 =F,X 2 -H 



S0 2 NH 2 




160. X^H. X 2 «F 
s 161.X , «=F,X 2 -H 



[01 68] The 4-bromo-difluorobenzenesufonyl cnioride 1 48 or 1 49 can be treated with sodium sulfite followed by treat- 
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> ment with dimethylsulfate to afford the corresponding 4-bromo-difluoromethylsulfonyl-benzene 150 or 151 [Organic 
Synthesis, Vol. IV, p. 674]. Diaryl/heteroaryl cyclopentene 158 or 159 comprising the difluorosulfonyl functional group 
can be prepared in accordance with the general methods described in U.S. Patent No. 5.344,991 and PCT document 
WO95/00501 starting from the 4-bromo-difluoro-methylsuifonyl-benzene, as outlined in Scheme XXXII. U.S. Patent 
5 No. 5,344,991 and PCT document WO95/0050 are incorporated by reference. The sulfone can be converted to the 
cyclopentenylphenylsulfonamide 160 or 161 as described previously. 

Scheme XXXIII 
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169. X 1 ^H.X^F 

170. X 1 -F,X 2 «H 

55 

[0169] Synthetic Scheme XXXIII similarly illustrates a procedure for the preparation of 1 ,2 diarylbenzene 169 or 170 
comprising the difluorosulfonyl functional group from 2-bromobiphenyl intermediate 167 or 168 (prepared similarly to 
the procedure described in Synthetic Scheme XXXII) and the appropriate substituted phenyl boronic acid utilizing a 
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Su7uki coupling procedure (Synth. Common., 11, 513 (1981)). Sulfonamides can be prepared from the sulfones as 
described earlier in this application. U.S. Application Serial No. 08/346,533 generally describes the preparation of 
terphenyl compounds and is incorporated by reference. 

Scheme XXXIV 
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171. X 1 = H, X 2 = F 

172. X 1 =F,X 2 =H 
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177. 
178. 



X 1 = H, X 2 = F 
X 1 = F, X 2 = H 




179. 
180. 



: H,X 2 = F 
• F, X 2 = H 



R 2 = NH 2 ,CH 3 



{0170J Scheme XXXIV illustrates the preparation of 3,4-diaryloxazol-2-one 179 or 180 and derivatives. Oxidation of 
the methyl group adjacent to the carbonyl carbon to an alcohol can be accomplished using base, aliquat 336 and 
oxygen (see, e.g., EP 1 9* ,704. which is incorporated by reference). Treatment of the resulting alcohol 1 73 or 1 74 with 
an isocyanate follow^ fey dehydration of the hydroxy intermediate 175 or 176 in the presence of acid affords the 
corresponding oxazof^he compound 177 or 178. The methylsulfide group of oxazolone compound 177 or 178 can be 
converted to the sulfofe or sulfonamide affording the corresponding substituted 3.4 diaryloxazol-2-one 179 or 180 as 
previously described. <ither 3,4-diaryloxazol-2-one compounds with the basic structure of substituted 3,4 diaryloxazol- 
2-ones 179 or 180 that comprise the difluorosulfonyl functional group can be prepared starting from the 2-hydroxy- 
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1 '-[difluoro-4-methylSulfidophenyl]rethanone 1 73 or 1 74 in accordance with the methods described in PCT documents 
WO98/11080 and WO99/14205 which are incorporated by reference. 

Scheme XXXV 
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187. X 1 -H, X 2 «F 

188. X 1 = F, X 2 = H 
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NH ^"OEt 
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183. X'=H, X J =F 

184. X'=F, X 2 = H 



185. X 1 =H, X 2 = F 

186. X 1 =F, X 2 -H 




189. X 1 =H, X 2 «=F 

190. X ! «F, X 2 «H 

R 2 =NH 2 , CH 3 
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[0171] Scheme XXXV illustrates the preparation of 3 T 4-diarylthiazolin-2-ones. Mixing aniline 181 with bis(ethoxythi- 
ocarbonyl) in an alcoholic solvent affords the ethyl -thi oca rbamate 182. Refluxing of the ethyl -thiocarbamate 182 and 
the 2-bromoacet|pftenonc 183 or 184 in an ethereal solvent provides the corresponding hydroxy intermediate 185 or 
186. Heating of lyfroxy intermediate 185 or 186 with mineral acids in alcoholic solvents yields the desired 3,4 dia- 
ry tthiazolin-2-onj|1 f7 or 188. U.S. Patent No. 5,859 : 036 describes another procedure and is incorporated by reference. 
The methyl-sulfilte $87 or 188 can be converted to the corresponding sulfone or sulfonamide affording substituted 3 : 4 
diarylthiazonlin-2-one 189 or 190 as previously described. 
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Scheme XXXVI 




[0172] Scheme XXXVI illustrates the preparation of 3.4-diarylthiazolin-2-thione 197 or 198. Mixing of aniline with 
carbon disulfide in an alcoholic solvent affords the dithiocarbamate 192. Refluxing of dithiocarbamate 192 and the 
2-bromoacetophenone 123 or 1 24 in an ethereal solvent provides tne corresponding hydroxy intermediate 193 or 194. 
Heating of hydroxy intermediate 193 or 194 with mineral acids in alcoholic solvents yields the desired 3,4 diarylthia- 
zonfin-2-thione 195 or 196. U.S. Patent No 5.859,036 describes another procedure that can be appropriately modified 
and used. U.S. Patent No. 5,859.036 is incorporated Dereference. The melhylsulfide 195 or 196 can be converted to 
the corresponding sulfone or sulfonamide affording substituted 3,4 diary It hiazonlin-2-thione 197 or 198 as previously 
described. 

Examples 

[01 73] The following examples contain detailed descriptions of the methods of preparation of compounds of Formulae 
l-VII. These detailed descriptions fall within the scope, and serve to exemplify, the above-described General Synthetic 
Procedures which form part of the invention. These detailed descriptions are presented for illustrative purposes only 
and are not intended as a restriction on the scope of the invention. All parts are by weight and temperatures are in 
Degrees centigrade unless otherwise indicated. All compounds showed NMR spectra consistent with their assigned 
structures. 
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The following abbreviations are used. 
[0174] 

5 DMSO - dimethylsulfoxide 

DMSOck- deutecated dimethylsulfoxide 

CDCI 3 - deuterafced chloroform 

DMF - dirnethylformamide 

BOC - rerf-butyloxycarbonyl 
10 CD-.OD - deuieraieu methanol 

EtOH - ethanol 

h - hour 

hr - hour 

min - minutes 
15 TH F - tetrahydrofuran 

TLC - thin layer chromatography 

TEA or Et 3 N - triethylamine 

DBU - 1 f 8-dia^ab3eyclo[5.4.0]undec-7-ene 

DMAP - 4-dimtthf laminopyridine 
20 DPPA - diphenylphosphorylazide 

NaOAc * sodium acetate 

AC 2 0 - acetic anhydride 

Tert-BuOH - tert-butanol 

LDA - lithium diisopropyl amide 
25 DIBAL - diisobutylaluminum hydride 

Example 1 

[0175] 
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543 t 5-dlfluoro-4-(methylsutfony1)ph 
[0176] 
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Step 1: Preparation of 1-f3,5-oMftuoro-4-(methyRhio)phenyl]ethanone 



[0177] The 3 ( 4 ? 5-triflouroacetophenone (9.50 g, 54.6 mmol) and sodium thiomethoxide (4.60 g) were mixed together 
in acetonitrile (80 mL). The solution was stirred for 2 hour at ambient temperature. Solvent was removed in vacuo and 
5 the residue dissolved in ethyl acetate. The solution was extracted with water (2 X 100 mL), saturated ammonium 
chloride (2 X 100 mL) and dried over sodium sulfate. Solvent was removed in vacuo to yield 1-[3,5-difluoro-4-(methyl- 
thio)phcrv/!cth™one as ayeMo^ oil (8.08 g : 73%) 1 H NMR (CDCI 3 /300 MHz) 7.46-7.43 (m, 2H), 2.58 (s, 3H) ; 2.56 
(t, 3H } J= 1). ESHRMS m/z 203.0357 (M+H*. Calcd 203.0342). 

10 



15 




F 



Step 2: Preparation of 1-[3 1 5-difluoro-4-(methylthio)phenyl1-4,4 > 4-trifluorobutane-1 f 3-dione 

20 

[0178] 1-[3,5-difluoro-4-(methylthio)phenyl]ethanone (4.84 g, 23.9 mmol) was dissolved in diethyl ether (200 mL). 
Sodium methoxiote f24 mL of 25% in methanol, 30 mmol) was added and stirred 1 0 mm at ambient temperature. Ethyl 
trifluoroacetate (3,7§ g f 23.9 mmol) was added. The solution was stirred for 1 hour then aqueous hydrochloric acid 
was added (TOO mL, 1 M). The layers were separated and the organic layer collected. The organic layer was washed 
25 with water (2X1 00 mL), saturated ammonium chloride (2 X 200 mL) and dried over sodium sulfate. The solvent was 
removed in vuuuo to afford a yellow oil. The 1-[3,5-difluoro-4-(methylthio)phenyl]-4,4,4-trifluorobutane-1 ,3-dione was 
isolated by crystallization from ethyl acetate and hexanes (5.50 g, 77%). 1 H NMR (CDCI3/3OO MHz) 7.49 (m, 2H), 6.50 
(s. 1H), 2.62 (s, 3H). ESHRMS m/z 297.001 2 (M+H 4 , Calcd 297.0009). Anal. Calcd for C^HjFgOgS: C, 44.30; H, 2.37; 
Found: C, 44.36; H, 2.26. 

30 
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Step 3: Preparation of 5-[3,5-difluoro-4-(methylthio)-phenylH 

45 

[0179] 1 -[3,5»difluoro-4-(methylthio)phenyl]-4,4,4-triflucro-butane-1 3-dione (1 .09 g, 3.6 mmol) dissolved in ethanol 
(150 mL). One drop of concentrated hydrochioric acid was added and 4-lluorophenylhydrazine hydrochloride (0.69 g t 
4.0 mmol). The reaction was stirred at ambiem temperature for 72 hours. Solvent was removed in vacuo and the residue 
was dissolved in ethyl acetate (100 mL) extracted with water (2 X 100 mL), saturated ammonium chloride (2 X 150 
so mL) and dried over sodium sulfate. The solvent was removed in vacuo and the 5-[3,5-difluoro-4-(methytihio)-phenyl]- 
1 -(4-fluorophenyl)-^(tFifluoromethyl)-1 H-pyrazole was obtained by crystallization from ethyl acetate and hexanes (0.71 
g, 50%). 1 H NMR (CDCl 3 /300 MHz) 7.36-7.29 (m, 2H) } 7 18-7.13 (m ; 2H), 6.81-6.77 (m, 3H), 2.53 (s, 3H). ESHRMS 
m/z 389.0557 (M+H* } Calcd 389.0547). Anal Calcd for C 17 H 10 F 6 N 2 S: C, 52.58; H, 2.34; N, 7.21 ; Found: C, 52.45; H, 
2.34; N, 7.15. 
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Step 4: Preparation of 5-[3,5-difluoro-4-(methylsutfo^ 
pyrazoie 

[01 80] 5-[3,5-difluoro-4-(methylthio)phenyl]-1 -(4-fluorophenyl)-3-(trifluoromethyl)-IH-pyrazole was dissolved in 
methyelene chloride: methanol (25 mL, 3 : :1). Monoperoxyphthalic acid, magnesium salt hexahydrate (2.27 g, 1.84 
mmol) was adjeled and the reaction stirred at ambient temperature for 16 hours. Solvent was removed in vacuo and 
the residue^vaps dissolved in ethyl acetate (100 mL) extracted with aqueous sodium hydroxide (2 X 100 mt_) ; water (2 
X 1 00 mL) , fat^rated ammonium chloride solution (2 X 1 50 mL) and dried oversodium sulfate. The solvent was removed 
in vacuo artfttqb 5-[3,5-difluoro-4-(methylsulfonyl)-phenyl]-1 -(4-fluorophenyl)-3-(trifluoromethyl)-1 H-pyrazole obtained 
by crystalli%tr|n from ethyl acetate and hexanes, (0.74 g, 96%). 1 H NMR (CD 3 OD/300 MHz) 6.96-6.91 (m, 2H) S 
6.B2-6.75 (it, |H), 6.63-6.32 (m, 3H), 2.83 (s, 3H). ESHRMS m/z 438.0705 (M+IMH 4 + , Calcd 438.0711). Anal. Calcd 
forC 17 H 10 F^NJ0 2 S: C, 48.58; H. 2.40; N, 6.66; Found: C, 48.10; H, 2.29; N, 6.74. 
{0181] Examples 2 through 11 were prepared utilizing a similar synthetic sequence to Example 1 . 

Example 2 

[0182] 



CI 




;f 2 h 



1-(3-chloro-4-methylphenyl)-3-(din^ 

[0183] 1 H NMR (CDCI3/3OC MHz) 7.46-7.29 (m, 2H), 7.02-6.78 (m. 4H). 3.34 (s, 3H), 2.46 (s, 3H). ESHRMS ml/. 
433.0425 (M+H, Calcd 433.0401). Anal. Calcd for C 18 H 13 CIF 4 N 2 0 2 S: C, 49.95; H, 3.03; N, 6.47; Found: C, 49.84; H. 
2.78; N, 6.44. 
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Example 3 



[0184] 




5-r3,5-diflubro^-(me!hylsulfonvl)phenv^ ^ 

[0185] 1H NMR (ODCI 3 /300 MHz) 7.79-7.73 (m, 2H), 7.66-7.60 <m, 1H), 7.47-7.45 (m, 1H), 6.97-6.93 (m 3H) 3 34 
(s, 3H). Anal. Calcd for C 18 H 10 F e N 2 O 2 S: C, 45.97; H, 2.14; N, 5.96; Found: C, 46.01; H, 2.33; N, 5.94. 

Example 4 
[0186] 




S-[3,5-difluo ro ^-(methylsulfonyl)phenvM^ 

[0187] 'H NMR (CDCI3/3OO MHz) 7.42-7.29 (m, 4H), 6.96 (s, 1H). 6.93-6.91 (m, 2H), 3.35 (s, 3H) ESHRMS mlz 
504.0631 (M+NH 4 , Calcd 504.0628). Anal. Calcd for C 18 H 13 F 8 N 2 C 3 S: C ; 44.45: H, 2.07; N. 5.76; Found: C 44.75- H 

1 70- M C CO ' 
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Example 5 
[0188] 




CHF 2 



1-cyctohexyl-3-(dffluorgmgth^^ 

[0189] 1 H NMR (CDCi 3 /30O MHz) 7.12-7.08 (m s 2H), 6.56 (s, 1H), 4.08 (rri, 1H) t 3.39 (s. 3H), 1.93-1.28 (m, 11H). 
ESHRMS m/z 391 .1116 (M+H, Calcd 391.1103). 

Example 6 

[0190] 




1-(3-chloro-4-methytphe^ 

[0191] MP 1345 - 134.6 °C. MS m/z (m + H) 451 .4 



108 



EP 1 251 126 A2 



Example 7 
[0192] 




1-(4-chlo ro phen|^^ 

[0193] MP 188.0-188.9 °C. MS m/z(m + H) 437.7 

Example 8 

[0194] 




[0195] MP 135.0-138.0 °C, MS m/z(m +- H) 4334. 
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Example 9 
[0196] 




5-[3,5-dlftuo ro^-(methylsulfo^^ 

[0197] MP 172.5-173.7 °C. MS mlz(m + H) 433.4 

Example 10 

[0198] 




5-[3,5-difluoro^(methyls ulfo^ 

[0199] MP 151.0-152.0 °C. MS m/z (m + H) 417.4 
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Example 11 
[0200] 




5-[2,5-difluoro^-fri^hylsulfonyl)phenyn-144-(trmuoromethoxy)phenyn^ 
[0201] MP 138.1-139.7 °C. MS nVz(m + H) 487.3 
Example 12 
[0202] 




4-[3 t 5-difluoro-4-(methylsuifonyl)phenyl]-3>phenylfuran>2(5H)>one 
[0203] 




Step 1: Preparation oj 2^bromo»1-[3 f 5>difiuoro>4-(methytth!o)phenyt]ethanone 

[0204] To a solution of ^-[S.B-difluoro^^methylthioJ-phenylJethanone (prepared in Step 1 of Example 1) (6.2 g t 30 
mmol) in 30% HBr in acetic acid (10 mL) .was added bromine (4.8 g. 30 mmol) dropwise. and the reaction mixture 
stirred at room temp ei#UKe for 45 minutes. The. mixture was treated with water and extracted with ethyl acetate (1 X 
250 mL, 1 X 1 00 mL). The combined extracts were washed with dilute sodium chloride solution, dried with magnesium 



EP 1 251 126 A2 



sulfate, and concentrated. To the residue was added hexanes (100 mL) and the mixture concentrated. The residue 
was dissolved in 30% HBr in acetic acid (10 rnL) and treated with bromine (0.80 g. 5.0 mmol). After stirring at room 
temperature for 30 minutes, the mixture was treated with water and extracted with dichloromethane (1 X 200 mL, 1 X 
100 mL). The combined extracts were washed with water dried with magnesium sui.ate and concentrated. To the 
5 residue was added hexanes (1 00 mL), and the mixture concentrated. Purification of the product by silica gel chroma- 
tography using 10% ethyl acetate in hexanes gave 2-bromo-1-[3 s 5-difluoro-4-(methylthio)-phenyl]ethanone as an or- 
ange solid (7.2 g. 86%), MP 30.5-33.2 °C. 1 H NMR (CDCI 3 /400 MH2) 7.45-7.50 (m, 2H), 4.33 (s, 2H) S 2.57 (t, 3H, J = 
1.1). ESHRMS m/z278.9260 (M-rk Calcd 278.9291 ). Anal. Calcd for C 9 H 7 BrF 2 OS: C. 38.45; H, 2.52; Found: C 5 38.1 9; 
H ; 2.34. 

fu 



15 



20 




Step 2: Preparation of A-p^-dtfluoro-A^methytthio^henyq'a-phenytfuran^SH^one 

25 

[0205] To a mixture of phenyiaceuc acid (4.2 g, 0.030 moi) and crude 2-bromo-1 -[3, 5-difluoro-4-(methylthio) -phenyl] 
ethanone (8.6 g, 0.030 mol) in anhydrous acetonitrile (100 mL) was added diisopropylethylamine (3.9 g, 0.030 mol). 
The reaction mixture was stirred for one hour at room temperature and i 8-diazabicyclo[5.4.0]undec-7-ene (5.0 g, 
0.032 mol) was added. After 2 hours the mixture was poured into dilute HC1 and extracted with dichloromethane (1 X 

30 200 mL, 2 X l 75 mL). The combined extracts were dried using magnesium suJfate. and concentrated. The residue was 
treated with anhydrous acetonitrile (100 mL) and DBU (10.0 g, 0.065 mol), stirring at room temperature for 3 hours. 
The mixture was poured into dilute HCI and extracted with dichloromethane (1 X 200 mL, 2 X 50 mL). The combined 
extracts were dried using magnesium sulfate, and concentrated. Purification by silica gel chromatography using 5% 
dichloromethane/10% ethyl acetate in hexanes afforded 4-[3,5-difluoro-4-(methylthio)-phenyl}-3-phenylfuran-2(5H)- 

35 one as an orange liquid (7.2 g, 76%). 1 H NMR (CDCI^OO MHz) 7.37-7.41 (m, 5H), 6.97 (m, 2H), 5.09 (s, 2H). 2.48 
(s, 3H). ESHRMS miz 31 9.0601 (M+H + , Calcd 319.0604). Anal. Calcd for C 17 H 12 F 2 0 2 S: C, 64.14; H, 3.80; Found: C ? 
63.56; H, 3.54. 
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Step 3: Preparation of 4-[3 1 5-drfluoro-4-(methylsulfonyl)phenyl]-?-phenylfuran-2(SH>--one 

[0206] Unpurified 4-[3,5-difluoro-4-(methylthio)-phenyl]-3-phenytfuran-2(5H)-one (8.9 g, 27 mmol) and magnesum 
monoperoxyphthalate hexahydrate (17.2 g, 27 mmol) were combined in a mixture of dichloromethane (200 mL) and 
55 methanol (60 mL), and stirred overnight at room temperature. The slurry was poured into water, and extracted with 
dichloromethane (1 X 200 mL, 2 X 50 mL). The combined extracts were washed with water and dilute sodium bicar- 
bonate, and the aqueous sodium bicarbonate wash extracted with dichloromethane (50 mL): The combined extracts 
were dried with magnesium sulfate, filtered and concentrated. The residue was treated again with magnesium monoper- 
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oxyphthalate hexahydrate (8.5 g. s 25 mmol) ; in a mixture of dichloromethane (120 mL) and methanol {30 mL) : stirring 
overnight at room temperature. The reaction mixture was poured into water, and extracted with dichloromethane (2 X 
200 mL). The combined extracts were washed with dilute ammonium chloride (100 mL), and dilute sodium chloride 
(1 00 mL). dried wtfh magnesium sulfate, and concentrated to give 6.7 g yellow solids. The crude product was dissolved 
in dichloromethane (20 mL) ; and crystallized by adding a mixture of 40% ethyl acetate/60% hexanes (15 mL). The 
product was filtered., and the filtrate purified by silica gel chromatography using 40% ethyl acetate/60% hexanes to 
give a total of 5.3 g yellow solids (56%). The 4-[3 r 5-difluoro-4-(methylsulfonyl)phenyl)-3-phenylfuran-2(5H)-one was 
recrystallized from ethyl acetate to give white solids. MP 203. 5-203. 8°C. 1 H NMR (CDCl 3 /400 MHz) 7.35-7.44 (m. 5H) } 
6.97 (<j, 2H, J= 9.0), 5.11 (s, 2H), 3.29 (s, 3H). ESHRMS mlz 351.0536 (M+hK Calcd 351.0502). Anal. Calcd for 
C 17 H 12 F 2 0 4 S: C 5 58.28; H, 3.45; Found: C, 57.69; H, 3.72. 

[0207] Example 13 was prepared utilizing a similar synthetic sequence to example 12: 

Example 13 

[0208] 




4-[2,S-difluoro-4-(methyJsulfonyl)phenyl]>3-phenylfuran-2(5H)-one 

[0209] 1H NMR (CDCI 3 /400 MHz) 7.74-7.78 (m, 1H), 7.35-7.41 (m. 1H), 7.05-7.09 (m. 1H), 5 18 (d 2H J= 1 4) 
3.22 (s. 3H). ESHRMS mfz 36^.0783 (M+NH 4 +, Calcd 368.0768). 

Example 14 
[0210] 
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4-r3,5"difluoro«4-(rnethylsu1fonvl)phenyl]-5-methyl-3-phenylisoxazole 
[0211] 




Step 1: Preparation of 3,5-difluoro>4'(methyithio)-benzaidehyde 



[0212] To a solution of 3 : 4 s 5-trifluorobenzaldehyde (30.0 g, 0.187 mol) in anhydrous THF (400 mLJ cooled in a cold 
water bath was adjted sodium thiomethoxide (14.4 g, 0.20 mol) in portions over 30 minutes. The mixture was stirred 
at room temperatuj^ %r 18 hours, then poured into water and extracted with dichloromethane (1 X 500 mL, 2 X 200 
mL). The combineipx^racts were washed with water, dried using magnesium sulfate, and concentrated. Purification 
20 of the product by siDcai gel chromatography using 2% dichloromethane/5% ethyl acetate in hexanes gave the 3,5-dif- 
luoro-4-(methylthiof^b0nzaldehyde as a clear colorless liquid (22.0 g, 62%). l H NMR (CDCI 3 /400 MHz) 9.86 (t, J= 1 .5, 
1H), 7.34-7.39 (m, 2H), 2.55 (s, 3H). HRMS mlz 188.0099 (M*, calcd 188.0107). 



Step 2: Preparation of f3 1 5-difluofo-4-(methylthio)-phenyl]methanot 

[0213] To a solution of 3,5-difluoro-4-(methylthio)-benzaldehyde (31.3 g. 0.166 mol) in anhydrous THF (200 mL) 
35 cooled with a cold water bath was added sodium borohydride (1.6 g. 0.042 mol) in portions over 30 minutes. After 
stirring 1 hour at room temperature, excess dilute HCI was added, until gas evolution ceased. Water (600 mL) was 
added and the mixtuff exacted with dichloromethane (1 X 500 mL, 1 X 100 mL). The combined extracts were washed 
once with water, driei wth magnesium sulfate, and concentrated. Purification by silica gel chromatography using 3% 
ethyl acetate/10% diihllromethane in hexanes initially, and eluting product with 60% ethyl acetate in hexanes gave 
40 [3.5-difluoro-4-(meth^thlt>)-phenyl]methanol as a light yellow liquid (24.B g. 78%). 1 H NMR (CDCI 3 /400 MHz) 6.88-6.93 
(m, 2H), 4.65 (s, 2H), 2.42 (s, 3H). HRMS mlz 190.0266 (M+H 4 , calcd 190.0264). 



45 y^^c ^' 



Step 3: Preparation of 5-(chloromethyl)-1 ,3-difluoro-2-(methylthio)benzene 



[0214] To a solution of [3 t 5-difluoro-4-(methylthio)-phenyl]-methanol (24.0 g : 0.126 mol) in dichloromethane (300 
mL) copied in an ice bain was added methanesulfonylchloride (16.9 g, 0.147 mol) in oortions followed by diisopropyl- 
55 ethylamine in portions. The mixture was allowed to warm to room temperature, and stirred for 18 hours. 4-dimethyl- 
aminopyridine was added and the mixture was heated to reflux for 2 hours, cooled, and stirred at room temperature 
for 1 8.hours. The mixture was poured into dilute HCI and extracted with dichloromethane once (75 mL) after separating. 
The combined extracts were washed with dilute sodium chloride, dried using magnesium sulfate, and concentrated. 
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Purification by silica gel chromatography using 5% ethyl acetate in hexanes gave5-(chloromethyi)-1 ,3-dif luoro-2-(meth- 
ylthio)benzene as a clear colorless liquid (24.9 g, 95%). 1 H NMR (CDCI 3 /400 MHz) 6.92-6.96 (m, 2H). 4.49 (s. 2H), 
2.44 (s, 3H). HRMS mil 207.9893 (M + calcd 207.9925). 



Step 4: Preparation of 5-(bromomethyQ-1 ,3-dif luoro-2-(methylthio)benzene 

[0215] A mixture of 5-(chtorome:hyl)-1 t 3-difluoro-2-(methylthio)benzene (21.3 g, 0.10 mol), lithium bromide (15 g, 
0,1 7 mol) ; and acetone (200 mL) was heated and held at reflux for 18 hours. The cool mixture was poured into water 
and extracted with dichloromethane (1 X 200 mL, 2 X 50 mL). The combined extracts were dried using magnesium 
sulfate, and concentrated. The residue was dissolved in acetone (200 mL), lithium bromide (30 g, 0.34 mol) and sodium 
bromide (20 g, 0.1 9 mol) were added and the mixture heated and held at reflux for 42 hours. The mixture was cooled, 
added to water, and extracted with dichloromethane (1 X 150 mL, 1 X 50 mL). The combined extracts were washed 
with dilute sodium chloride, dried with magnesium sulfate, and concentrated. The 5-(bromomethyl)-1,3-difluoro-2-(meth- 
ylthio)benzene was purified using silica gel chromatography using hexanes as a yellow solid (20.5 g, 80%). 1 H NMR 
(CDCI 3 /400 MHz) 6.92-6.95 (m, 2H), 4.37 (s, 2H), 2.45 (s, 3H). HRMS wlz 251 .9432 (M+, calcd 251.9420). 



Step 5: Preparation of 2-r3,5-difluoro-4-(methyrthio)-phenyl}-1-phenylethanone 

[0216] To a solution of phenyl[(trimethylsilyl)-oxy]aceto-nitrile (13.7 g, 60.7 mmol) in anhydrous THF (140 mL) cooled 
in a dry ice/acetone bath, was added. a THF solution of lithium bis(trimethylsilyl)amide(62 mL 1.0M) slowly over 15 
minutes. The reaction mixture was stirred for 45 minutes cooling at -78 C C, then a solution of 5-(bromomethyl)-1 .3-di- 
f!uoro-2-(methylthio)benzene (14.7 g, 58 mmol) in anhydrous THF (20 mL) was added over 10 minutes. The reaction 
mixture was allowed to warm to room temperature, and stirred for 18 hours. To this mixture was added 5% HCI (300 
mL) and the mixture stirred for one hour. The resulting oil was extracted with ethyl acetate (1 X 400 mL : 2 X 100 mL). 
Tc the combined extracts was added 5% sodium hydroxide (200 mL), ard the mixture stirred for one hour. Additional 
water (200 mL) was added, the organic phase was separated., and the aqueous phase extracted with ethyl acetate (2 
X 150 mL). The combined extracts were dried using magnesium sulfate, and concentrated. Chromatography on silica 
gel with 1 5% dichloromethane in hexanes initially and eluiing the product with 30% gave 2-[3,5-difluoro-4-(methylthto) 
preny!]-1-phenylethanone as light yellow solid (11.0 g, 68%). MP 71.8-71.9 °C. 1 H NMR (CDCI3/400 MHz) 7.96-7.99 
(m. 2H), 7.57-7.61 (m ; 1H), 7.24-7.50 (m, 2H) ; 6.80-6.85 (m. 2H) S 4.24 (s : 2H), 2.42 (s, 3H). HRMS m/z 279.0667 
(M+H 4 , calcd 279.0655). Anal. Calcd for C 15 H 12 F 2 OS: C. 64.73; H, 4.35 Found: C : 64.70; H, 4.38. 




F 
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Step 6: Preparation of 2-r3 1 5-difluorO'4-(methytthio)>phenyl]- l-phenyiethanone oxime 

[0217] Hydroxylamme hydrochloride (5.5 g ; 0.079 mol) and sodium acetate (6.5 g ; 0.079 mol) were added to a slurry 
of 2-[3,5-difluoro-4-(methylthio)phenyl]-1-phenylethanone in ethanol (120 mL) and water (30 mL). The mixture was 

5 heated and held at reflux for 1 hour, then cooled and allowed to stir for 1 8 hours at room temperature. Additional water 
(50 mL) was added, and the mixture concentrated to half its volume. Dilute HCI was added, and the mixture extracted 
with dichloromethane (1 X 1 00 mL), 3 X 50 mL). The combined extracts were washed with dilute sodium bicarbonate, 
dried with magnesium sulfate, and concentrated to give a light yellow oil, that was crystallized from ethyl acetate/ 
hexanes to afford 2-[3,5-difluoro-4-(methylthio)phenyl]-1 -phenylethanone oxime as white solid>(6.2 g t 53%), A second 

w crop (2.3 g, 73% nei yield) was also collected. 1 H NMrt (CDC! 3 /400 MHz) 7.57-7.60 (m : 2H) : 7.35-7.37 (m, 3H). 
6.80-6.84 (m. 1.7H). 6.75-6.77 (m, 0.3H) f 4.14 (s, 1.7H), 3.83 (s, 0.3H), 2.39 (s, 3H). HRMS mlz 244.0773 (M+H+, 
calcd 244.0764). Anal. Calcd for C 15 H 13 F 2 NOS: C : 61 .42; H, 4.47: N, 4.78; Found: C, 61 .44; H, 4.50, N 4.84. 
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Step 7: Preparation of 4«[3,5-difluom>4-(methytthio>-phenylh5-methyl-3-phenvltsoxazole 

[0218] To a solution of lithium diisopropylamide (82 mmol) in anhydrous THF (200 mL). ccoled to -45 °C, was added 
a solution of2-[3 t 5-difluoro-4-(methylthio)-phenyl]-1-phenylethanone oxime (5 7 g, 19 mmpl) in anhydrous THF (15 

30 1 mL), controlling the reaction temperature between -40 and -50 °C. The mixture was allowed to warm to -25±5 °C, held 
there for 1 hour, and cooled to -55 °C. Excess ethyl acetate (20 g. 220 mmol) was gradually added to the mixture, and 
the mixture allowed to warm to 10 °C. Dilute ammonium chloride solution was added, and the mixture extracted with 
dichloromethane (1 X 500 mL2X1 00 mL). The combined extracts were washed with dilute ammonium chloride, dried 
using magnesium sulfate, and concentrated. The residue was dissolved in dichloromethane (100 mL). The P-tolue- 

35 nesulfonic acid (1.0 g, 6.4 mmol) was added, and the mixture heated and held at reflux for 1 hour. The cool mixture 
was washed with dilute sodium bicarbonate, and the aqueous wash extracted with dichloromethane. The combined 
organic phases were dried using magnesium sulfate, and- concentrated. The product was isolated by silica gel chro- 
matography using 5% ethyl acetate in hexanes to give 4-[3,5-difluoro-4-(methylthio)phenyl]-5-methyl-3-phenylisoxa- 
zole as a yellow solid (2.9 g, 47%). 1 H NMR (CDCI 3 /400 MHz) 7.33-7.42 (m, 5H), 6.68-6.73 (m, 2H), 2.48 (s, 3H) 2.47 

40 (s, 3H). HRMS m/z318.0769 (M+H+ calcd 31 8.0764). Anal. Calcd for C 17 H 13 F 2 NOS: C, 64.34: H, 4.13; N : 4.41 ; Found: 
C, 64.22; H, 4.16. N 4.28. 
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55 Step 8: Preparation of 4-[3,5-difluoro-4-(methvlsuttlnv0pheny«h5-methyl-3>phenyMsoxazo»e 

[0219] To a solution of4-[3,5-difluoro-4-(methytthio)phenyl]-5-methyl-3-phenylisoxazole ir dichloromethane (75 mL) 
and methanol (15 mL) cooled in an ice bath was added magnesium monoperoxyphthaiate hexahydrate (4.4 g 80%. 
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7.1 mmol) Uygbtions over 5 minutes. The reaction mixture was stirred for 90 minutes, then poured into water and 
extracted w^Mchloromethane (1 X 250 mL, 1 X 75 mL). The combined extracts were washed with dilute ammonium 
chloride, di|SRth magnesium sulfate, and concentrated. Purification by silica gef chromatography using 25% ethyl 
acetate/25°||^anes/50% dichloromethane gave 4-t3.5-dif!uoro-4-(methylsulfinyl)phenyl]-5-methyl-3-phenylisoxa- 
5 zole as a wi^Wolid. ">H NMR (CDCI 3 /400 MHz) 7.37-7.44 (m, 5H), 6.77-6.81 (m : 2H) ; 3.13 (s, 3H) 2.50 (s, 3H). HRMS 
m/z334.06§f|$+H + , calcd 334.0713). Anal. Calcd for C 17 H 13 F 2 N0 2 S: C. 61.25: H. 3.93: N. 4.20: Found: C, 61.22 
H, 4.00. N 4.02. 



10 



15 




Step 9: Pre p^a ^n of 4-r3 > 5-difluoro-4-(methytsuifonylVphenyl]-5>methyl>3-phenylisoxazole 

[0220] Pota^gfe peroxymonosulfate (0.25 g, 0 .40 mmol) and water (7 mL) were added to a mixture of 4-[3,5-dif luoro- 
4-(methyJ-sul^^ahenylJ-5-methyl-3-phenylisoxa20le (0.10 g, 0.30 mmol), dichloromethane (4 mL) ! and methanol (4 

25 mL). The mixtffljraras stirred for four days at room temperature. To the mixture was added magnesium monoperoxy- 
phatha!atc hcttatojrate (0.50 g, 0.S0 mmol), dichloromethane (20 mL). methanol (10 mL). The mixture was stirred 
vigorously for IpSurs. To the mixture was added potassium peroxymonosulfate (0.35 g ; 0.57 mmol), and the reaction 
continued forjHjmurs. The mixture was poured into water and extracted with dichloromethane (4 X 75 mL). The 
combined extn^pfe/ere dried with magnesium sulfate, concentrated: and the residue purified by silica gel chromatog- 

30 raphy using 3®^|hyl acetate in hexanes. A white solid (98 mg, 93%) was obtained. MP 140.4-143.4 °C. 1 H NMR 
(CDC! 3 /400 Mrff ) 7.35-7.45 (m, 5H), 6.84 (d, 2H, J= 9.4), 3.32 (s. 3H) 2.52 (s, 3H). ESHRMS mfz 350.0642 (M+H + 
Calod 350.0662). 



Example 15 

35 

[0221] 
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2,6-dlf)uoro-4-(5'methyl-3-phenvlisoxazol-4-yl)benzene>sulfonamide 



[0222] 

5 



10 




Step 1: Preparation of {[2,6-d<fluoro-4-(5-methyl-3-phenyl>soxa2ol'4-yl)phenyl]thio}rnethyl acetate 

[0223] * A slurry of 4-[3,5-difluoro-4-(methylsulfinyl)phenyl]-5-melhyl-3-phenylisoxazole (2.3 g t 6.8 mmol)(slep 9 ex- 
20 ample 14), sodium acetate (3.4 g, 41 mmol) in acetic anhydride (30 mL) was heated and held at reflux for 9 hours. The 
mixture was concentrated on at reduced pressure and the residue was treated with dilute aqueous sodium bicarbonate 
and extracted with dichloromethane (1 X 200 mL, 2 X 75 mL), The combined extracts were washed with dilute sodium 
bicarbonate, dilute ammonium chloride, dried with magnesium sulfate and concentrated. The product was purified by 
silica gel chromatography using 1% ethyl acetate/50% dichloromethane in hexanes to give {[2,6-difluoro-4-(5-methyl- 
25 3-phenylisoxazol-4-yi)phenyl]thio}methyl acetate as a white solid (2.1 g. 82%), MP 130.3-130.3 °C. 1 H NMR (CDCI 3 / 
400 MHz) 7.34-7.43 (m, 5H), 6.73-6.79 (m, 2H), 5.29 (s, 2H), 2.49 (s } 3H) 2.05 (s, 3H). HRMS mlz 376.0822 (M+H+, 
Calcd 376.0819). Anal. Calcd for C 19 H 15 F 2 N0 3 S: C, 60.79; H, 4.03; N, 3.73; Found: C. 60.44; H, 4.09, N 3.66. 
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Step 2: Preparation of {[2,6'difluoro>4'(5-methy>-3"phenylisoxazol-4-yl)phenyl]sulfonyl}methyl acetate 

[0224] To a solution of {[2 r 6-difluoro-4-(5-methyl-3-phenyl-isoxazol-4-yl)phenyl)thic}methyl acetate in methanol (30 
mL) and dichloromethane (70 mL) was added magnesium monoperoxyphthalate nexahydrate (8.6 g 80% : 14 mmol). 

45 The slurry was heated and held at reflux for 4 hours, then poured into water and extracted with dichloromethane (1 X 
150 mL, 3 X 75 mL). The combined extracts were washed with dilute sodium chloride twice, dried with magnesium 
sulfate, and concentrated. The residue was dissolved in dichloromethane (40 mL) and methanol (20 mL), magnesium 
monoperoxyphthalate nexahydrate (4.5 g, 7.3 mmol) was added, and the mixture heated and held at reflux ior 5 hours. 
Additional magnesium monoperoxyphthalate hexahydrate was added and the mixture heated and held at reflux for 18 

so hours. The reaction mixture was poured into dilute ammonium chloride and extracted with dichloromethane (1 X 200 
mL, 2 X 50 mL). The combined extracts were washed twice with dilute ammonium chioride : dried with magnesium 
sulfate, and concentrated. Purification by silica gel chromatography using 30% othyl acetate in hexanes gave white 
solids, which were dissolved in dichloromethane, washed with dilute sodium bicarbonate, dried with magnesium sulfate, 
and concentrated to provide {[2,6-difluoro-4-(5-methyl-3-phenylisoxazol-^-yl)phenyl]sulfonyl)methyl acetate as a white 

55 solid (1.4 g, 54%). Recrystallization from ethyl acetate/hexanes gave an analytical sample of the product, MP 
164.6-165.6 °C. 1 H NMR (CDCI 3 /400 MHz) 7.35-7.46 (m, 5H), 6.82-6 86 (m, 2H). 5.33 (s, 2H). 2.54 (s : 3H) 2.12 (s, 
3H). HRMS mlz 408.0725 (M+H+.-calcd 408.0717). Anal. Calcd for C 19 H. 5 F 2 NO s S: C. 56.02; H, 3.71; N ; 3.44; Found: 
C. 56.07; H, 3.61, N 3.58. 
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is Step 3: Preparation of 2,6-difluorO'4-(5-methyt»3-pheny>isoxa2ol-4-yl)benzenesulfonamide 

[0225] To a mixture of {p.e-difluoro^-fS-methyl-S-phenyiisoxazol^-yOphenyllsulfonylJmethyl acetate (1.5 g, 3.9 
mmo!)in THR(25 ml_) and methanol (25 mL) wajs added a solution of lithium hydroxide (0.50 g, 12 mmol) in water (4 
mL). The resulting solution was stirred at room temperature for 1 hour. Additional solution of lithium hydroxide (0.60 
20 g t 14 mmol) in water (8 mL) was added, f otlowed by solid hydroxylamine sulfonic acid (1.6 g, 14.1 mmol) and methanol 
(5 mL). The reaction mixture was stirred overnight and poured into water (250 mL). The 2,6-dif luoro-4-(5-methyl~3-phe- 
nyl-isoxazol-4-yl)benzenesu!fonamide was isolated as a white solid (1.08 g, 85%). MP 226.1-226.2 °C. 1 H NMR 
(CD 3 OD MOO MHz) 7.36-7.46 (m, 5H), 6.95 (d, 2H, J= 9.4), 2.51 (s, 3H). ESHRMS mtz 351.0621 (M+H+, Calcd 
351.0615). Anal. Calcd for C l6 H 12 F 2 N 2 0 3 S: C, 54.85; H, 3.45; N, 8.00; Found: C, 54.95; H, 3.51, N 7.81. 

25 

BIOLOGICAL EVALUATION 

Evaluation of COX-1 and COX-2 activity in vitro 

30 [0226] The compounds of this invention exhibited inhibition in vitro of COX-2. The COX-2 inhibition activity of the 
compounds of this invention illustrated in the Examples was determined by the following methods. 

A. Preparation of recombinant COX baculoviruses 

35 [0227] Recombinant COX-1 and COX-2 were prepared as described by Gierse et al. [J. Biochem., 305, 479-84 
(1 995)). A 2.0 kb fragment containing the coding region of either human or murine COX-1 or human or murine COX- 
2 was cloned into a BamH1 site of the baculovirus transfer vector pVL1393 (Invitrogen) to generate the baculovirus 
transfer vectors for COX-1 and COX-2 in a manner similar to the method of D. R. O'Reilly et al. [Baculovirus Expression 
Vectors: A Laboratory Manual (1992)). Recombinant baculoviruses were isolated by transfecting 4 \ig of baculovirus 

40 transfer vector DNA into SF9 insect cells (2x1 0 8 ) along with 200 ng of linearized baculovirus plasmid DNA by the 
calcium phosphate method. See M.D. Summers and G.E. Smith, A Manual of Methods for Baculovirus Vectors and 
Insect Cell Culture Procedures, Texas Agric. Exp. Station Bull. 1555 (1987). Recombinant viruses were purified by 
three rounds of plaque purification and high titer (10 7 -10 8 pfu/mL) stocks of virus were prepared. For large scale pro- 
duction, SF9 insect cells were infected in 10 liter fermentors (0.5 x l0 6 /mL) with the recombinant baculovirus stock 

4S such that the multiplicity of infection was 0.1 . After 72 hours the cells were centrifuged and the cell pellet homogenized 
in Tris/Sucrose (50 mM: 25%, pH 8.0) containing 1% 3-[(3'Cholamidopropyl)dimethylammonio]-1-propanesulfonate 
(CHAPS). The homogenate was centrifuged at lO.OOOxG for 30 minutes, and the resultant supernatant was stored at 
-80 °C before being assayed for COX activity. 

so b. Assay for COX-1 and COX-2 activity 

[0228] COX activity was assayed as PGEj formed/jig protein/time using an ELISA to detect the prostaglandin re- 
leased. CHAPS-solubilized insect cell membranes containing the appropriate COX enzyme were incubated in a po- 
tassium phosphate buffer (50 mM, pH 8:0) containing epinephrine, phenol, and heme with the addition of arachidonic 
55 acid (1 0 u.M). Compounds wereprenncubated with the enzyme for 10-20 minutes prior to the addition of arachidonic 
acid. Any reaction between the arachidonic acid and the enzyme was stopped after ten minutes at 37 °C/room tem- 
perature by transferring 40 |il ofTeaction mix into 160 uJ ELISA buffer and 25 u.M indomethacin. The PGE 2 formed was 
measured by standard ELtSA technology (Cayman Chemical). 
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C. Fast assay for COX-1 and COX-2 activity 

[0229] COX activity was assayed as PGE 2 formed/u.g protein/time using an ELISA to detect the prostaglandin re- 
leased. CHAPS-solubilized insect cell membranes containing the appropriate COX enzyme were incubated in a po- 

5 tassium phosphate buffer (0.05 M Potassium phosphate, pH 7.5, 2 u.M phenol, 1 u.M heme ; 300 jiM epinephrine) with 
the addition of 20 uJ of 100 u.M arachidonic acid (10 u.M). Compounds were pre-incubated with the enzyme for 10 
minutes at 25 3 C prior to the addition of arachidonic acid. Any reaction between the arachidonic acid and the enzyme 
was stopped after two minutes at 37 °C/room temperature by transferring 40 ul of reaction mix into 1 60 uJ ELISA buffer 
and 25 uM indomethacin . The PGE 2 formed was measured by standard ELISA technology (Cayman Chemical). Results 

io are shown in Tabie i 



TABLE I 



75 



Example 


Human COX-2 
IC 50 (uM) 


Human COX-1 
»C 50 (uM) 


1 


3.44 


>100 


2 


0.55 


>100 


3 


:•" 0.3 


>100 


4 


0.1 


>100 


5 


1.21 


>100 


6 


0.09 


>100 


7 


0.09 


56.7 


o 
u 


0.25 


14.65 


14 


1.21 


>100 


15 


0.12 


>100 
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Rat Carrageenan Foot Pad Edema Test 

[0230] The carrageenan foot edema test is performed with materials, reagents and procedures essentially as de- 
scribed by Winter et al. [Proc. Soc. Exp, Biol. Med., 111, 544 (1962)]. Male Sprague-Dawley rats are selected in each 

35 group so that the average body weight is as close as possible. Rats are fasted with free access to waterfor over sixteen 
hours prior to the test. The rats are dosed orally (1 mL) with compounds suspended in vehicle containing 0.5% meth- 
ylcellulose and 0.025% surfactant, or with vehicle alone. One hour later a subplantar injection of 0.1 mL of 1% solution 
of carrageenan/sterile 0.9% saline is administered and the volume of the injected foot is measured with a displacement 
plethysmometer connected to a pressure transducer with a digital indicator. Three hours after the injection of the car- 

40 rageenan, the volume of the foot is again measured. The average foot swelling in a group of drug-treated animals is 
compared with that of a group of placebo-treated animals and the percentage inhibition of edema is determined (Ot- 
terness and Bliven ; Laboratory Models for Testing NSAIDs, in Non-steroidal Anti-Inflammatory Drugs, (J. Lombardino, 
ed. 1985)). 

45 Rat Carrageenan-induced Analgesia Test 

[0231] The rat carrageenan analgesia test is performed with materials, reagents and procedures essentially as de- 
scribed by Hargreaves et al. [Pain, 32, 77 (1 988)]. Male Sprague-Dawley rats are treated as previously described for 
the Carrageenan Foot Pad Edema test. Three hours after the injection of the carrageenan, the rats are placed in a 

50 special plexiglass container with a transparent floor having a high intensity lamp as a radiant heat source, positionable 
under the floor. After an initial twenty minute period, thermal stimulation is begun on either the injected foot or on the 
contralateral uninjected foot. A photoelectric cell turns off the lamp and timer when light is interrupted by paw withdrawal. 
The time until the rat withdraws its foot is then measured. The withdrawal latency in seconds is determined for the 
control and drug-treated groups, and percent inhibition of the hyperalgesic foot withdrawal is determined. 

55 [0232] As various changes could be made in the above methods and apparatus without departing from the scope 
of the invention, it is intended that all matter contained in the above description be interpreted as illustrative and not 
in a limiting sence. All documents mentioned in this application are expressly incorporated t?y reference as if fully set 
forth at length. 
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[0233] All mentioned references are incorporated by reference as if here written. When introducing elements of the 
present invention or the preferred embodiment^ thereof, the articles "a ? " "an," "the," and "said" are intended to mean 
that there are one or more of the elements. The terms "comprising: "including." and "having" are intended to be inclusive 
and mean that there may be additional elements other than the listed elements. 



Claims 

1 . The compound of Formula I: 



(X) n 




wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and car- 
bocyclic rings; 
X is fluoro; 

n is an integer greater than or equal to 2; 1 
R 1 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexy!. pyridinyt : and phenyl may be optionally substi- 
tuted with one, two or three radicals selected from C v2 -alkyl. C v2 -haloalkyl. cyano, carboxyl, C 1 . 2 -alkoxycar- 
bonyl, hydroxyl, C ^-hydroxy alky I, C^-haloafkoxy, amino. C^-aikylamino.. phenylamino, nitro, C u2 ' 
alkoxy-C-^-alkyl, C 142 -alkylsulfinyl, halo, C^-alkoxy and C^-alkyithio; 
R 2 is alkyl or amino; and 

R3 represents one or more radicals selected from hydrido ; halo, C v2 -alkyl. C^-alkenyl, C 2 . 3 -alkynyl, oxo, 
cyano, carboxyt, cyano-C v3 -alkyl f heterocyclyloxy, C^-aikoxy. C^-alkytthio. alkylcarbonyl, cycloalkyl, phe- 
nyl, C 1 . 3 -haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C^-alkyl. heterocyclyl-C 1 . 3 -alkyl ) C^-alkylthio-C^- 
alkyl, C 1 . 3 -hydroxyalkyl, C^-alkoxycarbonyl, phenylcarbonyl. phenyl-C 1 . 3 -alkylcarbonyi, phenyl-C 2 . 3 -alkenyl, 
C^-alkoxy-C^-alkyl, phenylthio-C 1 . 3 -alkyl, phenyloxyalkyl alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyi, 
aminocarbonyl, aminocarbonyl-C 1 . 3 -alkyl, C-^-alkylaminocarbonyL N-phenyiaminocarbonyl, N-{C 1 . 3 -alkyl) 
-N-phenylaminocarbonyl, C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -a1kyl. carbcxy-C 1 . 3 -aikyl ! C 3 - alky lam ino, N-arylami- 
no, N-aralkylamino, N-tC^-alkyO-N-aralkyiamino, N-(C 13 -alkyl)-N-arylamino, amino-C^-alkyl, C v3 - 
alkylaminoalkyl, N-phenylamino-C^-alkyl, N-phenyl-C 1 . 3 -aikyiaminoalkyl. N-(C v3 -alky!)-N-(phenyl-C 1 . 3 - 
alkyOamino-C^-alkyl, N-fC^s-alkyO-N-phenylanimo-C^^alkyl. phenyloxy. phenylalkoxy, phenylthio, phe- 
nyl-C 1 . 3 -a1kylthio, C 1 . 3 -alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyL C v3 -aikyiaminosulfonyl s N-phenylami- 
nosulfonyl, phenylsulfonyl, and N-(C 1 . 3 -alkyl)-N-phenylamincsulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug the ro of 

2. The compound of Claim 1 wherein: 

R2 is methyl or amino; and 

R3 represents one or more radicals selected from hydrido. halo. C 1 . 2 -akyl. C a . 3 -alkenyl, C 2 . 3 -alkynyl, oxo 
cyano, carboxyl, cyanOrC^-alkyl, (5- or 6-member ring heterocyciyl)oxy, C^g-alkoxy, C 1 . 3 -alkylthio, C-^-alkyl 
carbonyl t C3^-cycloalkyl 4 phenyl. C^-haloalkyl 5- or 6-member ring heterocyclyl, C 3 ^-cycloalkenyl, phe 
nyl-C^a-alkyl, (5- or-6-member ring heterocyclyl) -C 1 . 3 -alkyl ! C 1 . 5 -alkylthio-C 1 . 3 -a!kyl, C^-hydroxyalkyl, 
alkoxycarbonyJ, phenylcarbonyl, phenyl-C 1 . 3 -alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl ? C^-alkoxy-C^-alkyl, phe 
nylthio^^Ikyl^pti^loxy-C^-alkyl, C 1 .3-alkoxyphenyl-C 13 -alkoxy-C v3 -alkyl. C^-alkoxycarbonyl-C^ 
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alkyl, aminocarbonyl aminocarbonyl-C^-alkyl, C-^-alkylaminocarbonyl, N-phenylaminocarbonyl N-(C 1 . 3 - 
' alkyI)-N-Dhenytaminocarbonyl C^-alkylaminocarbonyl-C^-alkyl carboxy-C^o-alkyl, C-j.s-alkylamino, N- 
phenylamino, N-(phenyl-C 1 . 3 -alkyl)amino. N-(C 1 . 3 -aikyl)-N-{pheny!-C 1 . 3 -alkyl)amino ! N-(C-,_ 3 -alkyl)-N-phe- 
nylamino. amino-C^-alkyl, C^-aikylamino-C^-alkyl. N-phenylamino-C^-alkyl N-phenyl-C 1 . 3 -alkylami- 
no-C 1 . 3 -alkyl, N-(C 1 . 3 -alkyl)-N-phenyl-C 1 . 3 -alkylarr.inc-C 1 . 3 -alkyl. N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 . 3 -alkyL 
phenyloxy, phenyl-C 1 . 3 -alkoxy : phenylthio, phenyl-C^-aikylthio C^ 3 -alkylsulfinyl C 1 . 3 -alkylsulfonyl, amino- 
suifonyl C^alkylaminosulfonyl N-phcnylamincsuIfcry!, phenylsulfonyl and N-tC^-alkyO-N-phenytamino- 
sulfonyl; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

3. The compound of Claim 2 wherein A is a 5- or 6-merrbe' ring substituent selected from partially saturated or 
unsaturated heterocyclic rings. 

4. The compound of Claim 2 wherein A is a 5- or 6-merrbe- ring substituent selected from partially saturated or 
unsaturated carbocyclic rings. 

5. The compound of Claim 2 wherein A is a radical selected from thienyl furyl furanone, thiazolyl, oxothiazolyl, 
thioxothiazolyl, imldazoryl, benzofuryl. indenyl. benzothienyl isoxazoiyl, oxooxazolyl, pyrazolyl cyclopentenyl, cy~ 
clopentadfenyl, benzinda^olyl benzopyranopyrazolyl, phenyl, and pyridyl. 

6. The compound of Claim 2 wherein A is a radical selected from thienyl furyl, furanone, thiazolyl, oxothiazolyl, 
thioxothiazolyl, imidazolyl, benzofuryl, indenyl, benzothienyl isoxazoiyl, pyrazolyl, cyclopentenyl, cyclopentadi- 
enyl, benzindazolyl, benzopyranopyrazolyl, phenyl, and pyridyl. 

7. The compound of Claim 2 wherein A is a radical selected from thienyl furanone, isoxazoiyl, pyrazolyl, cyclopentenyl 
and pyridinyl. 

8. The compound of Claim 2 wherein A is a radical selected from furanone, isoxazoiyl, and pyrazolyl. 

9. The compound of Claim 6 wherein R 1 is optionally subsiitu:ed cyclohexyl. 1 

10. The compound of Claim 6 wherein R 1 is optionally substitu;ed pyridinyl 

11. The compound of Claim 6 wherein R 1 is optionally subsiitu:ed phenyl. 

12. The compound of Claim 6 wherein R 1 is cyclohexyl, pyridinyl or phenyl, wherein said cyclohexyl, pyridinyl, and 
phenyl may be optionally substituted with one. two or three radicals selected from methyl, difluoromethyl, trifluor- 
omethyl cyano, carboxyl, methoxycarbonyl. hydroxyl. hydroxymethyl trifluoromethoxy ; amino, methylamino, phe- 
nylamino, nitro, methoxymethyl methylsulfinyl, fiuoro, cnlco. bromo. methoxy and methylthio. 

13. The compound of Claim 6 wherein R 3 is a radical selected from hydrido, fiuoro, chloro, bromo, methyl, oxo, cyano, 
carboxyl, cyanomethyl, methoxy, methylthio, methylcarbony.. phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, 
methylthiomethyl, hydroxymethyl methoxycarbonyl ethoxycarbonyl. phenylcarbonyl, phenylmethylcarbonyl, 
methoxymethyl, phenylthiomethyl, phenyloxymethyt, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, 
aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phenylamino- 
cartoonyl, methylaminocarbonylmethyl carboxymethyl, menylamino N-phenylamino, N-(phenylmethyl)amino, N- 
methyl-N-(phenylmethyI)amino : N-melhyl-N-phenylamino. aminomethyt, methylaminomethyl, N-phenylaminome- 
thyl, N-phenylmethylaminomethyl N-methyi-N-phenylmethylaminomethyi. N-methyl-N-phenylamir.orr.cthyl phe- 
nyloxy, phenylmethoxy.. phenylthio. phenylmethylthio, methylsulfinyl. methylsulfonyl, aminosulfonyl, methylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl. and N-methyl-N-phenylaminosulfonyl. 

14. The compound of Claim 6 wherein 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl anc phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl trifluoromethyl, cyano, carboxyl. methoxycarbonyl, hy- 
droxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl. fiuoro, chloro, bromo, methoxy and methylthio; and 

R 3 is a radical selected from hydrido, fiuoro, chloro, bromo, methyl, oxo, cyano. carboxyl. cyanomethyl meth- 
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oxy, methylthio, methylcarbonyi, phenyl, trifluoromethyl difiuoromethyt, phenylmethyl, methylthiomethyl, hy- 
droxy m^thy/l, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl, meth oxy methyl, phe- 
nylthiomlthyl, phenyloxymethyl methoxyphenylmethoxymethyl. methoxycarbonylmethyi, aminocarbonyi, 
aminocalb^nylmethyl, methyiaminocarbonyl. N-phenylsminocarbonyl, N-methyl-N-phenylaminocarbonyl, 
methylaminicarbonyimethyl, carboxymethyL methylamino, N-phenylamino, N-(phenylmethyl)amino, N-me* 
thyl-N-(phenylmethyl)amino f N-methyl-N-phenytamino, aminomethyl, methylaminomethyl, N-phenylami- 
nomcthyl. N-pheny!methy!aminomethyl, N-methyj-N-phenylmethylaminomethyL N-methyl-N-phenvlami- 
nomethyi^ phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio. methylsulfinyl, methylsulfonyl. aminosul- 
fonyl, methylaminosulfonyl, N-phenyiaminosulfonyl, phenylsulfonyl : and N-methyl-N-phenylaminosulfonyt. 

15. The compound of Claim 6 wherein 

R 1 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radteate selected from halo, cyano, C^-alkyl, C v2 -haloalkyl s C^-alkoxy, and C^-haloalkoxy; and 
R3 is a radicBl selected from hydrido, C^-alkyL C^-atkoxy, C^-alkylcarbonyl, C^-haloalkyl, C^-hydroxy- 
alkyl, and C 1 . 3 -alkoxycarbonyl. 

16. The compound of Claim 15 wherein j 

Ri is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radios selected from methyl, difluoromethyl, trifluoromethyl, trifluoromethoxy, cyano, fluoro, chloro, 
bromo, atfd methoxy; and 

R3 is a radical selected from hydrido, methyl, methoxy. methylcarbonyi, trifluoromethyl difluoromethyl, ny- 
droxymethyl, and methoxycarbonyl. 



17. i ne compound of Claim 1 having Formula II: 




VvV 7 




N N 



n 



wherein: 



X is fluoro; 

n is an integer greater than or equal to 2; 

R4 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl and phenyl may be optionally substi- 
tuted with one, two or three radicals selected from C 1 . 2 -alkyl ! C v2 -haloalkyl, cyano, carboxyl, C 1 . 2 -alkoxycar- 
bonyl, hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy. amino, C v2 -alkylamino, phenylamino, nitro, C^- 
alkoxy-Ct ^a&yl, C^-alkylsulfinyl, halo, C v2 -alkoxy and C^-aikyithio; 

R5 is a ra^c^ selected from hydrido, halo. C 1 . 2 -alkyl. C 2 . 3 -alkenyl, C 2 . 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C! 3 -e%* heterocyclyloxy, C^-alkoxy, C 1 . 3 -alkytthio alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
heterocycij, J^etoalkchyl, phenyl-C v3 -alkyl hetcrocyclyl-C^-alkyl C v3 -aikylthio-C 1 . 3 -alkyl, C^-hydroxy- 
alkyl, C 1 3 J li^xycarbonyl, phenylcarbonyl phenyi-C v3 -alkylcarbonyl phenyl-C 2 _ 3 -alkenyt, C^-alkoxy-C^- 
alkyl, phe^iiio-C^a-alkyl. phenyloxyalkyl alkoxyphenylalkoxyalkyl, alkoxycartjonylalkyl aminocarbonyi, 
aminocarbih^-C^-alkyi, C^-alkylaminocarbonyl, N-phenylaminocarbonyt, N^C v3 -alkyl)-N-phenylaminoc- 
arbonyl c4^^arnjnocaibony1-C 1 . 3 -alkyl. carboxy-C^-aikyl, C v3 -alkytamino, N-arylamino, N-aralkytami- 
no fsHC, ^^^-aralkylamino. lsl-CC^a-alkyO.N-arylamino, ammo-C^lky!. Q^-alkylaminoalkyl, N-phe- 
nyiamino^ 3-alKy^ N-phehyl-C^a^alkylaminoalkyl, N-tC^a-alkyO-N-tphenyi-Cv^alkyDamino-Cva-alkyl, 
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N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 . 3 -alkyl f phenyloxy phenylnlkoxy phenylthio, phenyl -C 1 . 3 -alkylthio, C^- 
alkylsulfinyl, C 1 . 3 -alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosutfonyl, phenylsulfo- 
nyl, and N-(C v3 -alkyl)-N-phenylaminosulfonyl; and 
R 6 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

18. The compound of Claim 1 7 wherein: 

R 5 is a radical selected from hydrido, halo ; C^-alkyl. C 2 _ 3 -alkenyl, C 2 . 3 -a1kynyl, oxo, cyano, carboxyl, cy- 
ano-C 1 . 3 -alkyl. (5- or 6-member ring heterocyclyi)oxy : C^-aikoxy, C 1 . 3 -alkylthio, C^-alkylcarbonyl, C^ 6 -cy- 
cloalkyt, phenyl, C 1 . 3 -haloalkyl, 5- or 6-member ring heterocyclyl, C 3 _ 6 -cycloalkenyl, phenyl-C 1 . 3 -alkyl, (5- or 
6-member ring heterocyclyl)-C 1 . 3 -alkyl : C 1 . 3 -alkyithio-C 1 . 3 -alkyl ! C^-hydroxyalkyl, C^-alkoxycarbonyl, phe- 
nylcarbonyl, phenyl-C v3 -aikylcarbonyl. phenyl-C 2 . 3 -alkenyl, C 1 . 3 -alkoxy-C 1 . 3 -alkyl, phenylthio-C^-alkyl, 
phenyloxy-C 1 . 3 -alkyl, C^-alkoxyphenyl-C^-alkoxy-C^-alkyl, C^-alkoxycarbonyl-C^-alkyl, aminocarbo- 
nyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl N-phenylaminocarbonyl, N-lC^-alkyO-N-phenylami- 
nocarbonyl, C^-alkylaminocarbonyl-C-^-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-phenylamino, N-(phe- 
nyl-C^-alkylJamino, N-fC^-alkyO-N-tphenyt-C^-alkyOamino, N-tC^g-alkyO-N-phenylamino, amino-C 1 . 3 - 
alkyl, C^-alkylamino-C^-alkyl, N-phenytamino-C v3 -alkyl, N-phenyl-C 1<3 -alkylamino-C 1 . 3 -alkyl, N-JC^^- 
alkyO-N-phenyl-C^-alkylamino-C^a-alkyl, N*(C 1 . 3 -alkyl)-N-phenylaminp-C 1 . 3 -alkyl, phenyloxy, phenyl-C^- 
alkoxy, phenylthio, phenyl-C 1 . 3 -alkylthio f C^-alkylsulfinyl, C 1 . 3 -alkylsulfonyl, aminosulfonyl, C^-alkylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-tC^-alkyO-N-phenylaminosulfonyl; 
.or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

19. The compound of Claim 1 8 wherein R 4 is optionally substituted cyclohexyl. 

20. The compound of Claim 18 wherein R 4 is optionally substituted pyridinyl. 

21. The compound of Claim 18 wherein R 4 is optionally substituted phenyl. 

22. The compound of Claim 18 wherein R 4 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl, trifluor- 
omethyl, cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phe- 
nylamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro. bromo, methoxy and methylthio. 

23. The compound of Claim 1 8 wherein R 5 is a radical selected from riydrido, fluoro f chloro, bromo, methyl, oxo, cyano, 
carboxyl cyanomethyl, methoxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, 
methylthicmethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyL phenylcarbonyl, phenyimethylcarbonyl, 
methoxymethyl, phenylthiomethyL phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, 
aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phenylamino- 
carbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino. N-phenylamino, N-(phenylmethyl)amino, N- 
methyl-N-(phenylmethyl)amino ? N-methyl-N-phenylamino, aminomethyl. methylaminomethyl, N-phenylaminome- 
thyl, N-phenylmethylaminomethyl : N-methyl-N-phenylmethylaminomethyl. N-methyl-N-phenylaminomethyl, phe- 
nyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methyisulfonyl, aminosulfonyl, methylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosulfonyl. 

24. The compound of Claim 18 wherein: 

R 4 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxyl, hydroxymethyl, trifluoromethoxy, amino : methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R 5 is a radical selected from hydrido. fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthicmethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcartjonyl, phenyimethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminorarbbnyi. N-methyl-N-phenytaminocarbonyl, 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)amino, N-me- 
thyl-N-(pheny1methyl)amino, N -methyl -N-phenylamino, aminomethyl, methylaminomethyl. N-phenylami- 
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nomethyl, N-phenylmethylaminomethyl. M-methyi-N-phenyimethylaminomethyl, N-methyl-N-phenylami- 
nometrtyl, phenyloxy, phenyimethoxy. phenylthio. phenylmethylthio. methylsulfinyl, methylsulfonyl, aminosul- 
fonyl, methylaminosulfony., N-phenylaminosulfonyl. phenylsulfoiyl. and N-methyl-N-phenylaminosuifonyl. 

25. The compound of Claim 24 having Formula IIA: 



27. The compound of Claim 18 wherein: 

R 4 is cyclohexyl or phenyl, wherein said cyclohexyl anc phenyl may be optionally substituted with one, two or 
three radicals selected from halo, cyano. C^-alkyl. C v2 -haloalkyl. C v2 -alkoxy, and C^-haloalkoxy; and 
R s is a radical selected from hydrido, C v2 -alkyl, C 1 . 3 -alkoxy. C^-alkylcarbonyl. C^-haloalkyl, C 1 . 3 -hydroxy- 
alkyl, and C 1 . 3 -alkoxycarbonyl. 

28. The compound of Claim 18 wherein 

R 4 is cyclohexyl or phenyl, wherein said cyclohexyl anc phenyl may be optionally substituted with one, two or 
three radical! sflected from methyl, difluoromethyl. trifluoromethyl. trifluoromethoxy, cyano ; fluoro, chloro, 
bromo, and r#et|oxy; and 

R 5 is a radical selected from hydrido, methyl, methoxy. methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. 

29. The compound of Claim 1 having Formula IIC 




wherein R 4 , R 5 and R 6 are as defined in Claim 24. 



26. The compound of Claim 24 having Formula IIB: 




IIB 



wherein R 4 , R 5 and R6 are as defined in Ciaim 24. 
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IIC 



or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
30. The compound of Claim 1 having Formula IID 




or a pharmaceutically-acceptable sail, tautomer or prodrug thereof. 

31. The compound of Claim 17 selected frorr compounds ard their pharmaceutically-acceptable salts, tautome.s en. J 
prodrugs thereof, of the group consisting of 

5-phenyl-1-[3 : 5-difluoro-4-(methylsulfonyl)pheny!)*3-(trifluoromethyl)-1H-pyrazole; 

5-(3-chloro-5-methylphenyl)-H 

5-(3 f 5-difluoro-5-methylpheny!)-1-^ 

5-<3-chlorophenyl)-H3,5-difluoro-4-(meth^ 

5-(4-chlorophenyl)-1-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H^yra2ole^ 
5-(3-bromophenyl)-1-[3,5-difluoro-4-(methylsulfonyliphenyl]-3-(t'ffluoromethyt)-1H-pyrazole: 
5-(4-bromophenyl)-1 -[3,5-difluoro-4-(methylsulfonyriphenyl]-3-(tnfiuoromethyl)-1H«pyrazole; 
5-(3,5-difluorophenyI)-1-[3,5-difluoro^-(methylsutfon^^^ 
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5-(4-f luoropheny -[3 ? 5-difluoro^ 

5-(4-methylphenyl)-1-[3 ! 5-difluoro-4-(methylsulfony!)phenyl]-3-(trifluorom 
5-(3-methylphenyl)-1-[3 f 5-dif^ 
5-(3-bromo-5-methylphenyl)-1-[3.5-difluo^ 
5 5-(3,4-dichlorophenyl)-1-f3,5-diflubro-4-(^^ 
5-(3,4-dibromophenyl)-1-[3,5-dtffuo^ 

5-(3,4-difluorophenyl)-1-[3 ? 5<lifluoro«4-(methylsulfonyl)phenyl]-3-(trifluorometh 
S-^S-dichlorophenyO-l-p^-difluoro^-^^ 

5-(3,5-dibromophenyl)-1 -[3,5<lifluoro-4-(methylsu[fonyl)phenyl]-3-(trifluoromethyl)- 1 H-pyrazole; 
10 5-(3,5-dffluorophenyl)-1-[3 ? 5-difluoro^ 

5-(3-chloro-4-fluorophenyl)-1-[3,5-difl^ 1 H-pyrazole; 

5-(3-ch1oro-4-methylphenyl)-1 ^ 

5-(3-bromo-4-methy1phenyl)-1-[3,5-difl^ 

5-(3,5-difluoro-4-methylpheny0-1-[3 t 5-di^ 
' 5 5-(3,4-dimethylphenyl)-1-l3,5-dm^^ 

5-(4-trifluoromethoxypheny!)-1-[3 ; 5-difluor^^^ 

5-(3-methyl-4-trifluoromethoxypheny0^ 

zo!e; :■ 

5-(4-melhyl-3-lrifluoromelhox 
20 zole; 

5-(4-methyl-3-trifluoromethoxyphenyl)-1 -[S.S-difluoro^-fmethylsulfonylJph^^ 
zole; 

5-(3-cyano-4-methylphenyl)-H3,5-difluo^ 
5-(4-cyano-3-methylphenylM<3,5-difluoro^^ 
25 5-{3-cyanophenyl)-1-[3,5-dffluoro^ 

5-(4-ryanoph©nyl)-l^3,5-dffluorc>^-(^^ 
5-(3-(*loro^-methoxyphenyl)-1-[3^ 

5-(4-chloro-3-methoxyphenyl)-1-[3,5-dif(uoro-4-(methylsu!fonyl)phenyl]-3 

5-(2-methylpyridin-6-yl)-1-[3,5<fflu^ 
30 5-(2-methylthia£ol-4-yl)-1-[3 t 5^ 

5-(4-methylthiazot-2-yl)-1-[3,5-dffiuo^ 

5-(2-methyIpyridin-3-yl)-H3,5-dmuoro^ 

5-(2-methylpyridin-3-yl)-1-[3,5-dffluoro^ 

5-(3-pyridinyl)-1-[3,5-diftuoro-4-(m^ 
35 5-(5-methylpyridin-3-yl)-1-[3 f 5-dffl^ 

5-(2-methylpyridin-3-yl)-1-[3,5-d^ 

3-cyclohexyl-1 -[3,5Kiifluoro-4Hmethylsuffonyl)phenylJ-3-(trifluoromethyl)-1 H-pyrazole; 
3-cydopentyl-1 -[3,5-difluoro-4-(methylsulfon^ 

5-phenyl-1-[3,5-difluoro^-(methylsulfonyl)pheny!]-3-(diflLforomethyO-1H-p^ 
40 5-(3-chtorophenyl)-1-[3.5-difluoro^ 

5-(4-chlorophenyi)-1-[3,5-difluoro-4-(^^ 

5-(3-bromophenyi)-1-[3 f 5-dffluoro-4-(met^ 

5-(4-bromophenyl)-1-[3 ? 5-difluoro-4-(meto^ 

5-(3-fluorophenyl)-H3 5 S-difluoro^ 
45 5-(4-fluorophenyl)-1-[3 ! 5-dinuoro^-(methylsulfonyl)ohenyl]-3-(dmuoromethyl)-1H^ 

5-(3-methylphenyl)-1 -[S^-difluoro^^methyisulfonyljphenyl]- 3-{dffluoromeihyl)-1 H-pyrazole; 

5-(4-methylphenyl)-1-[3 ! 5-difluoro-4-(melhyisulfonyl)phenyl)-3-(dinuorom 

5-(3-cyanophenyl)-1-[3 ; 5-dirfuoro-4-(methylsulfonyl)phenyl)-3-(difluorom 

5-(4-cyanophenyl)-1 -[3 ? 5-difiuoro-4-(meihyisuifonyi)ph^^ 
50 S-p-trifluoromethylphenylH-p.S^^ 

5-(4-trifluoromethy!phenyl)-1-[3,5-dffl 

5-(3-trifluoromethoxypheny1)-H3,5-dif^ H-pyrazole; 

5-(4-trifluoromethoxyphenyI)-H3 ! 5-difluoro-4-(methylsulfonyl)phenyn^ H-pyrazole; 
5-(3,4-dichlorophenyl)-1-[3 t 5^ifluoro-4-(^ 
55 5-(3,4-dibromophenyl)-1 -[3.5-difluoro-4-(methylsulfonyl)phenyf]- 3-(difiuoromethyl)- 1 H-pyrazole; 

5-(3,4-difluorophenyl)-H3 f 5-dmuoro^ 

5-(3,5-drchlorophenyl)-H3,5-difluoro-4-(methylsulfonyl)phenyl]-3^ 
5-(3,5-dibromophenyl)-H3.5KJffiiJoro-4-(me^^ 
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5-(3 f 5-difluorophenyl)-1-[3,5-difl 

5-(3'4-dimethylphenyl)-1-[3.5-difluoro^ 1H-pyrazole; 
5-(3^5-dimethylphenyl)-1-[3>difluoro-4-(m^ 

5-(3-methyl-4^hlorophenyl)-1-[3,5-difluoro-4-(methylsutfonyl)phenyl] 
5-(4.methyl-3^'hlorophenyl)-143,5-difluoro-4-(methylsulfonyl) 

S-^-methyM-fluorophenylH-^S-difluoro^^^ 1H-pyrazole; 
5-(4-methyl-3-fluorophenyl)-1-{3,5-difluoro^ 

5-(3-mettiyl-4-bromophenyl)-1 -[3,5-difiuoro-4-(methyisulfonyi)phenyl)-3-(difluoromethyl)-1 H-pyrazo!e; 
5-(4-methyl-3-bfomophenylH-[3 t 5-difluo^ 

5-(3-methyl-4-trifluoromethylpheny!)-1-[3,5-difiuoro-4-(meihyisu«onyl)pheny 
zole; 

5-(4-methyl-3-trifluoromethyiphenyl)-H3 t 5-dif»u6ro-4-(methylsu!fonyl)phenyl]-3-^ 
zole; 

5-(3-methyl-44rifluoromethoxyphenyl)-1-[3,5^ 
zole; 

5-(4-methyl-3-trifluoromethoxyphenyl)-1 -[3 } 5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyra- 
zole; 

5-(3-cyano-4-methylphenyl)-1-[3,5-difluoro-^^^ 

5-(4-<^ano-3-methylphenyl)-1-[3,5-dmubr^ 1H pyrazole; 

5-(3-chloro-4-methoxyphenyl)-1-[3,5-difluoro-4-(methylsulfonyl)pheny1]-3-(dm 

5-(4^hloro-3-methoxyphenyl)-1-[3,5^dffiuoro^^ 

5-(2-methylpyridin-6-yl)-1-[3,5-dmuoro-4-(m^ 

5-(2-methytthiazol-4-yl)-1 -[3,5-difluoro-4-(methylsulfonyl)phenyl}-3^dmuoix>methyO-1H-pyrazole; 
5-(4-methylthiazol-2-yl)-1-[3,5-difluoro^-^ 
5-(2-methylpyridin-3-yl)-H3 f 5-dffiuoro^-(methyU^^ 
5-(2<nethylpyridin-3-yl)-1-[3,5-dffluoro^-(m^ 

5-(3-pyridinyl)-143,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

S-^-methylpyridin-S-ylH-p^-difluoro^-fmeto^^ 

5-(2-methylpyridin-3-yl)-H3,5-difluoro-4-(^^ 

5-cyclohexyl-1-[3,5-difluoro-4-(methylsulfo^ 

5-cyclopentyM-[3 t 5-difluoro^-(methylsulto^ 

1-phenyl-5-[3,5-difluoro^-(methy!sulf6nyl)ph^^ 

l-^-chlorophenyO-S-^S-difluoro^metW^ 

1-(4-chlorophenyl)«543,5-difluoro-4-(methylsutfonyl)phenyl]-3-(trifluorom 
1-(3-bromophenyl)-5-[3,5-difluoro-4-(methyls^ 
1-(4-bromophenyl)-5-[3 t 5-difluoro-4^ 
1-(3-fluorophenyl)-5-[3,5-difluoro^-(met^ 

1«(4-fluorophenyl)-5-[3,5-difluoro^-(methylsulfonyl)phenyl]-3-(trifluorom 

1-(3-methylphenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

1-(4-methylphenyl)-5-[3,5-difluoro«4-(methyls^ 

1-(3-c^anophenyl)-5-[3 t 5-difluoro^-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1^ 

1-(4-cyanophenyl)-5-[3,5-dif!uoro^-(methylsulfonyl)phenyl]-3-(trifluoromethyI)-1H 

1-(34rifluoromethytphenyl)-5-l3 : 5-difluoro-4-(methylsulronyl)phenyl)-3-(tr^ 

1-(4-trifluoromethylphenyl)-5-[3 J 5-difluoro-4-(methylsutfonyl)phenyl]-3-(trifluorom 

l-(3-trifluoromethoxyphenyl)-5-[33-dlfluoro-4-(methylsulfonyl)phenyIl-3-(trlflu 

1-(44rmuoromethoxyphenyl)-5-[33-difto 

1-(3,4-dichlorophenyl)-5-[3,5-difluoro^-(methyls^ 

i-p^-dibromopherr/IJ-S-^S-difluoro^iTi^^^^ 

l-p^-difluorophenylJ-S-^S-difluoro^-fmet^ 

l-^.S-dichlorophenyl^S-^SKiifluoro^me^ 

l-p.B-dibromophenyO-S-^S-difluoro^-^ 

l-p.S-diftuorophcnyO-B^B-difluoro^mctt^ 

1-(3,4-dimethytphenyl)-5-[3,5-difluoro-4-(m^ 

1-(3,5-dimethyiphenyl)-5-[3,5-difluoro-4-(me 

1-(3-methyl-4^hlorophenyl)-5-[3,5<iifluoro^^ 

1-(4-methyl-3^hlorophenyl)-5-[3,5<lifluoro-4^ 

1-(3-methyl-44luorophenyl)-5-[3,5^difluoro^^ 

1-(4-methyl-3-fluorophenyl)-543.5-difluoro^-^ 
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-3-methy-4-bromophen^^^ 
-4-methy-3*romophenyi)-5.(^ 
M3-m3thyl-4-tnfluoromethyl P henyl).5-^ 

1 o ^-(4-methyl-3-trifluoromethyl P heny()-5-|3.5-difluoro-4-(meth y isulfonyl)phenyll-3-(trifluorom 
H3-methyl-4-trifluoromethoxyp^ 

H4-methyl-3-trifluoromethoxyph^ 

1 -(3-cyano-4-methylphenyl)-5-[3.5-difluoro-4-(meth y lsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole 
H^cyano-3-methyl P henyl)-5-[3^difl U ^ 

-3-choro-4-methoxyphe^ 

lit Z°: ? hOXyphenyl, - 5 - l3 ' 5 - dif,uoro - 4 -( me,h y | ^ , fonyl)ph e nyl]-3-(trifluorom e thyl)-1H-pyrazole : 
1-(2-methylpynd.n-6-yl)-5-l3 : 5-difluoro-4-(methylsul(onyl)phenylJ-3-{trifluoromethyl)-1H-pyrazole- 
1-(2-methylthiazoM-yl)-5-[3,5-dif| U oro-4-( m ethylsul)on y i)phenyl]-3-(trifluoromethyl)-1H-pyrazole ; 
1-(4-methylthiazol-2-yl)-5-[3,5-difluoro-4-(methylsulfon y i)phenyl]-3-(Irifluoromethyl)-1H-pyrazole : 
1-(2-methylpyridin-3-yl)-5-[3,5-difluoro-4-(memyls U |fon y i)phenyl]-3-(trifluoromethyl)-1H-pyrazote : 
1-(2-methylpyridin-3-yl)-5-t3,5-diIluoro-4-(memyl S ulfon y i) P henyl]-3^trinuoromethyl)-1H.pyrazole : 
1 -(3-pyr.dinyl)-5-t3,5-dif luoro-4-(methylsulfonyl)phenyl]-3-(trinuoromethyl)-1 H-pyrazole- 
1 -(S-methylpyridin-3-yl)-5-t3,5-difluoro-4-(methylsulfonyO P henyl]-3.(trifluoromethyl)-1H-p y razole 
1 -(S-methylpyridin-S-yO-S-p.S-difluoro^-tmethyteulfonyDphenyD-S-drifluoromethylJ-l H-pyrazote- ' 
1 -cyclohexyl-5-r3 l 5-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1 H-pyrazole' 
1 -cyclopontyl-5-[3,5-dif| U oro-4-(methylsulfonyl)phonyl]-3-(trifluoromethyl)-1 H-pyrazole- 
1 -phenyl-5-[3,5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole- 
1-(3-chlorophenyl)-5-[3.5-difluoro-4-(m e thylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyrazole 
1-(4-chlorophenyl)-5-[3 ! 5-difHioro-4-(methylsutfonyl)phenyl)-3-(difluoromethyl)-1H-pyrazole : 
1-(3-bromophenyl)-5-[3,5-difluoro-4-(methylsulfonyl)phenyl}-3-(difluoromethyl)-1H-pyrazole- 
1-(4-bromophenyl)-5-[3,5-difluoro-4.(methylsulfonyl)phenyl]-3-(difluoromethyl)-1H-pyra7ole : 
1 -(3-fluorophenyl)-5-{3.5-difluoro-4-(methylsulfonyl) P h e rtyi].3-(difluoromethyl)-1 H-pyrazole- ' 
1-(4-fluorophenyl)-5-(3,5-diflu 0 ro-4-(methylsulfonyl) P henyl]-3-(difluoromethyl)-1H-pyrazole : 
1 - 3-methylphenyl)-5-[3.S-difluoro-4-(methylsulfonyl)phenyl]- 3-(difluoromethyl)-1 H-pyrazole- 
1-4-methylphenyl)-5-r3.5-difluoro-4-(methylsulfonyl)phenyl].3-(difluoromethyl)-1H-pyrazole-' 
1-(3-cyanophenyl)-5-[3 : 5-difl U oro-4-(methylsul(onyl)phenyl]-3-(difluoromethyl)-1H-pyrazole-' 
1 - ^anophenyl)-5-[3.5-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole' 

- 3- n uoromethyl P henyl)-5-[3 ! 5-difluoro-4-(methylsulfonyl) P henylh3-(difluoromemy^^ 

- 4- n luoromethylpheny I )-5-[3 ! 5-difluoro-4-(methylsulfonyl) P heny^ 

- 3- n uorome hoxy P henyl)-5-f3.5-difluoro-4-(methyl SU lfonyl) P h 

- 4-tnnuoromethoxy P heny,)-5-[3 S-difluoro^tmethylsu.fonyOphenylJ-S^dmuoromethyl -1H-pyVazole;' 
-3,4-d.chlorophenyO-5-[3,5-difluoro-4-(methyls U »onyl) P henyl]-3-(difluorom 
-3.4-d l bromoph e nyl)-5-[3,5-difluoro-4.(methylsulfonyl) P henyl)-3-(dm 

" »Zt ^° rOP heny,) - 5 - [3!5 - dif,uoro - 4 -( meth y , ^ lf O"y0phenyl]-3-(dif| UO romethyl)-1H-pyrazole-' 

-3,5-d,chlorophenyi)-5- l 33-difluoro-4-(methy.sulfonyl)phen y ij-3-(dm U oromethyl)^ 

- 3>d,bromophenyl)-5-[3,5-dif.^ 

-3,5-dlfluorophenyl)-5-[3 ! 5-difluoro-4-(methy.sulfonyl)phen yl ]-3-(dm 

-3,4-d,methylphenyl).5-[3.5-difluoro-4-(m e thylsulfonyl) P henylJ-3-(dm 

-3,5-d,me l hy.pheny 1 )-5-[3.5-dif. U oro-4-(rnethy.sulfony.) P henyl]-3-(dif.uorom 

- 3-me hy -^h orophenyl)-5-[3.5-dif.uoro-4-(methylsulfonyl)phenyn-3-Mifluoromefhyl).1 H-pyrazole 

-3-mehy-4*romophc^^ 

H3-methy..4-tr,f.uorom e ,hy lp heny^^ 1H - pyra . 

H^etW-3-trifluoromethy.phe^ 1 H - P yra- 
H3-methy.-4-trifluoromethoxypheny.)-5-[3^^^^ 
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7o!e; 

1-(4-methyl-3-trifIuoromethoxyphenyl)-5-[3,5-difluoro-4-(methylsulfony!)phen 
zole; 

1-(3-cyano-4-methylphenyl)-5-[3.5-^ 
1-(4-cyano-3-methylphenyI)-5-[3.5-difluoro^^ 

l-^^hloro^-methoxyphenylJ-S-p.S-difluor^^ 1 H-pyrazole; 

1-(4-chloro-3-metnoxyphenyl)-5-[3,5-uifi^ 

1 -(2-methylpyridin-6-yl)-5-[3.5-difiiJoro-4-(methylsutfonyl)phenyl!-3-(diflu 
1-(2-methylthiazol-4-y!)-5-[3 ; 5-difluoro-4-^ 

1-(4-methylthiazoi-2-yi)-5-[3.5-dinu H-pyrazole; 
1-(2-methylpyridin-3-yl)-5-[3 ) 5-difluoro-4-(methylsulfonyl)phenyl)-3-{difluorom 1 H-pyrazole; 

1-(2-methylpyridin-3-yl)-5-[3,5-difluoro^ 
1-(3-pyridinyl)-5-[3,5-difluoro-4-(methylsulfo^ 

1-(5-methylpyridin-3-yl)-5-[3,5-difluoro-4-(methy!su!fonyl)phenyl]-3-(difluoro 

l-(2-methy!pyridin-3-yl)-5-l3 ! 5-difluoro-4-(memyisul1onyl)phenyi)-3-(difluorometh 

1-cyclohexyl-5-[3,5-difluoro-4-(methyls^^ 

1-cyclopentyl-5-[3,5-difluoro^-(methylsulfonyl)phenylJ'3-(difluoromethyl)-1H 
2 ! 6-difluoro-4-[1-phenyl-3-(difluo^ 

2,6-difluoro-4-[1 -(3-chlorophenyl)-3-(difluoromethyl)-1 Hi3yrazo!-5-yl]benezenesulfonamide; 

2,6-difluoro-4-[1-(4-chlorophenyl)-3-(difluoro^ 

2,6-difluoro-4-[1 -(3-bromophenyl)-3-(difluoromethyl)-1H-pyr^ 

2,6-difluoro-4-[1-(4-bromophenyl)-3-{difluorom 

2 } 6-dif!uoro-4-[1-(3-fluorophenyl)-3-(difl^ 

2,6-difluoro-4-[1-(4~fluorophenyl)v^(diflu^ 

2,6-dtfluoro-4-[1 -(3-methyiphenyl)-3-(djfluoromethyl)-1H-pyrazol-5-yl]benezenesutfonarnide; 

2,6-difIuoro-4-[1-(4-methylphenyl)-3-(difluoro^ 

2,6-difluoro-4-[1-(3-cyanophenyl)-3-(difluo^^ 

2 : 6-difluoro-4-[1-(4-cyanophenyl)-3-(dif^ 

2,6-difiuoro-4-[1-(3-trifluoromethylphe^ 

2,6-difluoro-4-[1-(4-trifluoromethylpte^ 

2 f 6-difiuoro-4-[1-(34rifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]b 

2.6-difiuoro-4-[1-(4-trifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl)ben 

2 ; 6-difluoro-4-n-(3,4-dichlorophenyl)-3-^^ 

2 : 6-difluoro-4-[1-(3,4-dibromophen^^^ 

2,6-difluoro-4-[1-(3,4-difluorophenyl)-3-{difl^^ 

2,6-difluoro-4^1-(3 t 5-dichiorophenyl)-3-^ 

2,6-difluoro-4-{1-(3,5-dibromophenyl)-3-(diflu^^ 

2,6-difiuoro-4-[1-(3 t 5-difluorophenyl)-3-(diflu^^ 

2,6^1^0-4^1 -(3,4-dimethylphenyO 

2.6-difluoro-4-[1-(3 I 5-dimethylphenyl)-3-(dif!uoromethyl)-1H-pyrazol-5-yl]benezenesulfon 

2 : 6-difiuoro-4-[1-(3-methyl-4-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]ben 

2 ; 6-diflupro-4-[1-(4-methyl-3-chlorophenyl)-3-(difluoromethyl)-1H-pyrazo(-5-yl]bene 

2 ! 6-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(difluoromethyl)-1H-pyrazo 

2,6-difluoro-4-[1-(4-methyl-3-fluoro 

2.6-difluoro-4-[1-(3-methyl-4-bromophenyl)-3^^ 

2 ! 6-difluoro-4-[1-(4-methyl-3-bromophenyl)-3-{difluoromethyl)-1H-pyrazol-5-yl]benezene^ 

2 ? 6-diriuoro-4-[1-(3-melhyl-4-lrifluoromethylphenyl)-3-(difluoromethyl)-1H 

mide; 

2 ? 6-difluoro-4-[1-(4-methy!-3-trifluorom 
mide; 

2 f 6-difluoro-4-[1-(3-methyl-44rifluoromethoxy^ 
mide: 

2 ; 6-difluorp-4-[1-(4-methyl-3-trifluoro^ 
mide; 

2,6-difluoro-4-[1~(3-cyano-4-methylpheny^ 
2,6-difluoro-4-[1-(4K;yano-3-methylphenyl)-3-(^^ 
2,6^ifluoro-4-[1-(3-chloro^-methoxyphenyl)-3-(dffl^ 
2,6Kitfluoro-44H4^hloro-3-methoxyphenyl)^^^ 
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2 ! 6-difluoro-4-[1-(2-methylpyridir^ 
2,6-difluoro-4-[H2-methylthiazoM 

2,6-difluoro-4-[1 -{4"methylthiazol-2-yl)-3-(difluoromethyl)-1 H-pyrazol-S-ylJbenezenesulfonamide; 

2,6-difluoro-4-[1-(2-methylpyr^ 

2 f 6<iifiuoro-4-fH2^methyipyrid^^ 

2 ! 6-difluoro-4-[1-(3-pyhdinyl)-3*(difluoromethyl)-1H-pyrazol-5-yl]benezene 

2 ; 6-difluoro-4-[1-(5-methylpyrid^^ 

2 ; 6-ditluoro-4-fH2-methyipy^^^ 

2 f 6-difluoro-4-[1^clohexyl-3-(difluoromethyl)-1H-pyrazo!-5-yl]benezenesuffonamide; 

2,6-difluoro-4-[1-cyclope^ 

2.6<iifluoro-4-Li-phenyl-3^^ 

2 f 6-difluoro-4-[1 -(3-chlorophenyl)-3-(triffuoro)- 1 H-pyrazol-5-yl]benezenesulfonamide; 

2 ! 6-difluoro-4-[1-(4-chlorophenyl).3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonam 

2,6-difluoro-4-[1-(3-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,6-difluoro-4H1-(4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-ylJbenezenesulfonamide; 

2,6-difluoro-4-[1-(34luorophenyl)-3-(trifluoro)-1H-pyrazoI-5-yl|benezenesulfonami 

2 ! 6-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,6-dffluoro-4-[1-(3-methylphenyl)^ - 

2,6-dinuoro-4-[1-(4-methylphenyl)^^^^ 

2,6-difluoro-4-[1 -(3-cyanophenyl)-3-(trifluoro)-1 H-pyraz6l-5-ylJbenezenesulfonamide; 
2,6-difluoro-4-[1-(4-cyanophenyl)-3-^^ 

2,6-difluoro-4-[1 -(3-trifluoromethylphenyl)-3-(trif!uoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
2,6<lifluoro^-[1-(4-trifluoro^ 

2,6-dffluoro^-[1-(3-trifluoromethoxyphcnyl)-3-(trifluorD)"1H-pyraz 

2,6-dif!uoro-4-[1 -(4-trifluoromethoxypheny1)-3-(trifluoro)-1 H-pyrazo1-5-yl]benezenesutfonamide: 

2,6-difluoro-4-[1-(3,4<lichlorophenyl^^^ 

2,6-dffluoro-4-[1-(3,4-dibromophenyl)-3^^ 

2,6-difluoro-4-[H3,4<lffiuorophenyl)^^ 

2,6<lifluoro-4-[1-(3,5-dichloropheny^ 

2,6-difluoro-4-[1-(3,5-dibromophe^^ 

2,6-difluoro-4-[1-(3.5-difluorophenyl)^ 

2,6-difluoro-4-[1-(3,4-dimethylphe^^ 

2,6-difluoro-4-f1-(3,5-dimethylphenW 

2,6-difluoro-4-[1-(3HTiethyl-4^h^ 

2 s 6-difluoro-4-[1 -(4-methyl-3^^ 

2,6-difluoro-4-[1-(3-methyl-4-flu^^ 

2,6-difluoro-4-(1 •(4-methyl-3-fiuorophenyl)-3-(trifluoro)- 1 H-pyrazo!-5-yl]benezenesulfonamide; 
2 ! 6-dlfluoro-4-[1 -(S-methyM-bromophenyO-^trilluoro)- 1 H-pyrazol-5-yl]benezenesulfonamide; 
2,6-difluoro-4-[1-(4-methy!-3-bro^ 
2.6-difluoro-4-[1-(3-methyl^^ 

2 f 6-difluoro-4-[1-(4-methyl-3-trifluoromethylphenyl)-3-(trifluoro^ 
2 ! 6-difluoro-4~[1-(3-methyl-44rifluor^^ 
2,6-difiuoro-4-[1-(4-methyl-3-^^ 
2,6-difluoro-4-[1-(3^yano-4-methy^^ 

2 ; 6-difluoro-4-[1-(4-cyano-3-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]ben 

2 } 6<lifluoro-4-[1-(3-chloro-4-metto 

2,6-difluoro-4-[1-(4-chforo-3-melhoxy^ 

2 ! 6-difluoro-4-[1-(2-methylpyridin^^ 

2.6-d!f!-oro-4-[1 «(2-m^ 

2,6-dtfluoro-4-(H4-methylthiazo^ 

2 f 6-difluoro-4-[1-(2^ethylpyridin-3-yl)-3-(trifiuoro).1H-pyrazol-5-yl]benezenesulfona 

2 ? 6-dif]uoro-4-[1-(2-mcthylpyrkii^ 

2 f 6-difluoro-4-[1-(3-pyrkiinyl^ 

2 ! 6-difluoro-4-[1 -(S^ethy^ 

2 J 6-difluoro-4-[1-<2-methylpyri^^ 

2 r 6-difluoro-4-[1 -cyclohexyl-3^trifluoro)-1 H-pyrazol-5-yObenezenesulfonamide; 
2,6^^0-4^1 -cyciopentyl-3-^ 

2,6-difluoro-4-{1 -phenyl-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 
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2,6-difluoro-4^1-(3-chIorophenyl)^^ 
2,6-difluoro-4-[1-(4-chlorophe^ 
2 ? 6-difluoro-4-[1-(3-bromophenyl)-^^ 
2,6<iifluoro-441-(4-bromophenyl)-3-(trifl^ 

2 : 6-difluoro-4-ri-(3-fluorophenyl)-3-(trifluoro)-1H-pyrazo!-5"yllbenezenesulfon 
2 ! 6-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl)benezenesulfonamide 
2,6-difiuoro-4-[1-(3-methylphenyi)-3-(trifluoro)-1 H-pyra?ol-5-y!jbenezenesulfonamide; 
2 ! 6-difluoro-4-[1-(4-methylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfon^^ 
2,6 ; difluoro-4-[1-(3-cyanophenyl)-3-(^ 

2 T 6«dif!uoro-4-[1-(4-cyanophenyl)-3-(trifiuoro)-1 H-pyra7nl-R-y!]hpnezenesulfonamide; 

2 } 6-diflupro-4-[1-(3-trifluoromethylphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]b^ 

2 J 6-difluoro-4-[1-(4-trifluoromethy!phenyl)-3-(trifluoro)-1H-pyrazol-5-ylJ^^ 

2,6-difluoro-4-[1 -(3 -trifluoromethoxyphenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2,6<iifluoro-4-[1-(4-trifluoromethoxyphe^ 

2 ! 6-difluoro-441-(3,4-dichlorophenyl)-3^^ 

2 ! 6-difluoro-4-[l -(3,4-dibromophenyl)-3-{trifluoro)-1 H-pyrazot-5-yl]benezenesultonamide 

2,6-difluoro-4-[1 -(3,4-dlfluorophenyl)-3-(trlf]uoro)-1 H-pyrazol-5-yl)benezenesulfonamide; 

2,6-dlfluoro-4-[l-(3,5-dich!orophenyl)-2l-(trifluoro)-1H-pyrazoh5-y!]benezenesulfon 

2,6<iifiuoro-4-[1-(3,5-dibrombphenyl)%^ 

2,6-difluoro-4-[1-(3 f 5<iifluorophenyl)-3-{^ 

2,6<lifluoro-4-[1-(3 ( 4-dimethylpheny^^ 

2,6-difluoro-4-[t -(3,5-dimethylphenyl)-3 -(trif luoro)-1 H-pyrazol-5-ylIbenezenesulfonamide; 

2,6-difluoro^-[1-(3-methyl-4<;hloroph^ 

2,6<lffluoro^1-{4MTiethyl-3^lorophe^ 

2 ( 6<lffluoro^1-(3-methyl^4luorophenyl)-3^^^ 

2,6-difluoro-4-[1-(4-riitetny!-3-MU^^ 

2,6-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfon 
2 : 6-difluoro-4-[1-(4-methyl-3-bromoph^^ 

2,6-difluoro-4-[1-(3-methyl-4-trifluoromethyipheny!)-3-(trifluoro)-1H-pyrazo 

2 t 6-difluoro-4-[1-(4-methyl-3-trifluoromethylphenyi)-3-(trifluoro)- 1H-pyrazol-5-yl]benezenesulfonamide; 

2,6<iifiuoro-4-[1-(3-methyf-4-trifluorom 

2.6-difluoro-4-[1-(4-methy}>3-trifiuoro 

2,6<lifluoro-4^-(3-cyano^-methyiphe^ 

2 ! 6-difluoro-4-[1-(4-cyano-3-methyiphe^ 

2,6^ifluoro-4-[1-(3-chloro^HTiethoxyphen^^^ 

2,6-difluoro-4-t1H4-chloro-3-methoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-ylJbeneze^ 

2 ! 6-difluoro-4-[1-(2-methy1pyridin^-y0^ 

2 } 6<lifluoro-4-[1-(2-methylth.iazoW-yl)^^ 

2,6<lifluoro-4-[1-(4-methylftHazol-2-yl)-3^ 

2 ! 6<Jifluoro-4-[1-(2-methyfpyridin-3-y!)-3^^ 

2,6-difluoro-4-[1-(2-methylpyridin-3-y0 

2 ! 6-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazol-5^yl]benezenesulfonamide; 
2 ; 6-difluoro-44l-(5-methylpyridin-3-yl)^ 

2,6-difluoro-4-[l -(2-methylpyridin-3-yl)-3-(trjfluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2.6-difluoro-4-[l-cyclohexyl-3-(trifluoro)-IH-pyrazol-5-yl)benezenesulfonamide; 
2 ! 6-difluoro-4-[1-cyclopentyl-3-(trlfluoro)-IH-pyrazol-5-yI]benezenesutfonamide; 
5-phenyl-1-(3,6-dinuoro^-(melhy1sulfony0^ 

5-(3-chloro-5-methylphenyl)-H3,6-difluoro-4-(methylsulfonyl)phenyl)-3-(trifluorom 

5-(3,6-difiuoro-5-methylphenyl)-1-[3,6<iifl^ 

5-(3-chlorophenyl)-1-[3,6-difluoro-4-(methylsu^^^ 

5-(4-chlorophenyl)-H3,6^ifluoro-4-(m 

5-(3-bromophenyl)-1-[3 t 6^ifluoro-4-(mGthylsufo^ 

5-(4-bromophenyl)-V[3 I 6-difluoro-4-(methylsulfonyl)phenyll-3-(trifluoromethyl)^ 
5-(3,6Kiifluorophenyl)-1-[3<6-difluoro^ 

5-(4-fluorophenyl)-1-[3 l 6-difluoro^-(methylsuifonyf)pheny1)-3-(tnfluorom 
5-(4-methylphenylH-[3,6-difluoro^-(methyls^ 

5-(3*methylph9nyl)-1^3 J $-difluoro^-(methylsulfonyl)phenyI]-3-(trifluoromethy1)-1H-p 
5-(3-bromo-5-methylphenyl)-1-[3,6<JiflL^^ 1H-pyrazoie; 
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5-(3 t 4-dichlorophenyf)-1^ 1 H-pyrazole; 

5-<3,4-dibromophenyl)-1-[3,6^ 

5-(3.4-dif!uorophenyl)-1-[3 : 6-difluoro^ 

5-(3.5-dichlorophenyl)-1-[3,6-diN^^ 1 H-pyrazole; 

5-(3.5-dibromophenyl)-1-f3,6-difluoro-4-(methylsulfonyi)phenyll-3-(trifluorom 

5-(3.6-difluorophenyl)-1-[3 : 6-dif!uoro-4-{methy!sulfonyhph9nyJ]-3-(trifluorom 

5-'3-chloro-4-fluorophenyl)-1-[3.6-d^ 

5-(3-ch!oro-4-methylphenyl)-1-[3^^^ 

5-(3-bromo-4-methylphenyl)-1-[3^^ 

5-(3 6-difluoro-4-methylphenyl)-1-[3,6-difluor^^^ 

iorornethy!)*1 H-pyrazo! 

S-p^-dimethylphenyO-l-^.S-difluoro^-^ 
5-(44rifluoromethoxyphenylH 
5-(3-methyl-4-trifluoromethoxyphe^ 
zole; 

5-(4-methyl-3-trffluoromethoxyphenyl)-1-^ 1H 
zole; 

5-(4-methyl-3-trifluoromethoxypheny^ 

zole; ■ 
5-(3-c^ano-4-methylphenyl)-1-[3,6-^^ 1H-pyrazole; 
5-(4-cyano-3-methylphenyl)-1-[3,6^^ 

5-(3-cyanophenyl)-1-[3 ; 6-difluoro^-(methylsulfonyl)phenyIJ-3-(trifluoromethyO 

5-(4-cyanophenyl)-1-[3 J 6-difluoro^-(methylsulfonyl)phenyl]-3-(trifluorom 

5-(3~chloro^-methoxyphenylM-[3^ 

5-(4-chloro-3-methoxyphenyl)-1 -[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H-pyrazo!e; 

5-(2-methylpyridin-6-yl)-1 ^3,6-dmuoro-4-(methy!sulfony!)pheny!J-3-(trifluoromethyl)- 1 H-pyrazole; 

5-{2-rr;s:^/!thiazol-4-y^^ 

5-{4-methylthiazol-2-yl)-1-[3,6-dM^^ 

5-(2-methylpyridin-3-yl)-1-[3,6-difluo^ 

5-(2-methylpyrtdin-3-yl)-H3,6-dif^ 1 H-pyrazole; 

5-(3-pyridinyl)-1-[3.6-difiuoro-4-(me 

5-<5-methylpyrK*in-3-yl)-1-[3 ; 6-dif^ 

5-(2-methylpyridin-3-ylM-[3,6-dif!uo^ 

3-cyclohexyM-[3,6-difiuoro-4-(methylsuifo^ 

3-cyclopentyM -[3,6-difluoro^-(me^ 

5-phenyl-1-[3 t 6-difluoro^-(methylsulfonyl)phenyl}-3-(dmuoromethyl)-1H-pyrazote 
S-fS-chlorophenyO-l-^e-difluoro^-im^ 

5-(4-chlorophenyl)-H3 ! 6-djfluoro-4-(methylsuffonyl)phenyl]-3-(difluorometh 

5-(3-bromophenyl)-1-[3,6-difluoro-4-(m^ 

5-(4-bromophenyl)-1-[3,6-difiuoro-4-(m^ 

5-(3-fluorophenyl)-1-[3,6-difluoro^-(meth^^^ ' 
5-(4-fluorophenyl)-1-[3 ! 6-difluoro-4-(methylsu fonyl)phenyi]-3-(difluoromethyl)-1 H-pyrazole; 
5-(3-methylphenyl)-1 -(3 : 6-difluor6-4-(methylsutfonyl)phenylj- 3-(difluoromethyl)-1 H-pyrazole; 
5-(4-methylphenyl)-1-[3 ! 6-difluoro-4-(methylsuffonyl)phenyl].3-(diflu 
S-p-cyanophenyO-l-IS^-dmuoro^^ 

5-(4-cyanophenyl)-1 -{S^-difluoro^methylsulf onyl)phenyl)-3-(diriuoromethyl)-1 H-pyrazole; 
5-(3-tiifluoromethylphenyl)-1-[3 ; 6-difluoro-4-(methylsulfonyl)phenylj -3-(difluoromethyl)-1 H-pyrazole; 
5-(4-trifluoromethylpheRyl)-H^^ 

5-(3-trifluoromethoxyphenyl)-1-[3.6-difluoro-4-(methylsuIfonyl)pheny!] -^-(difluoromethyl)-l H-pyrazole; 

5-(4-trifiuoromethoxyphenyl)-1-^ H-pyrazole; 

5-(3 t 4-dichlorophenyl)-H3,6-difluoro^^ 

5-(3^dibromopheny!)-1-[3,6<fifluo^^ 

5-(3,4-dffluorophenyl)-1-[3,6<lifJ^ 

5-(3,5-dichlorppheny1)«H3,6^ 

5-(3,5-dibromophenyl)-1-[3,6-difJuoro-4-(methylsulfonyl)phenyl]-3-(difluorome 
5-(3,5-difluorophenyl)-1-[3,6-dm^ 

5-(3,4-dimethyiphenyl)-1-{3,6<lifluon>^(methylsulfonyl)phenyl]-3-(d 

5-(3,5-dimethylpheny!)-1-[3,6-difluoro^^^ 

5-(3-methyl-4^hlorophenyl)-1 
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5-(4-methyl-3^hlorophenyl)-1^3 s 6-difluoro-4-(methy!sulfonyl)phenyl]-3-(difluorom 
5-(3-methyl-4-fluorophenyI)-1-[3,6^ 

5-(4-methyl-3-fluorophenyl)-1-[3 ! 6-difluoro^-(methylsulfonyl)phenyl]-3-(difiu 
5-(3-methyl-4-bromophenyl)-1-[3 f 6-dffl 

5-(4-methyl-3-bromophenyl)-1-f3 f 6-difluoro-4-(methylsulfonyl)phenyll-3-(dm 

5-(3-methyl-4-trifluoromethylphenylH^^ 1H-pyra- 
zoie; 

5-(4-methyl-3-trifluoromethylphenyi)-H^ 
zole; 

5-(3-meihyi-4-uiiiuuiomethoxyp;-,or.yi)-1-[2,S d:f!ucro-4-(methylsulfonyl)phenyl]-3-(difiuoromethyl)- iH-pyra- 
zole; 

5-(4-methyl-3-trifluoromethoxyphenyl)^^ 1H-pyra- 
zole; 

5-(3-cyano-4-methylphenylM-[3 s 6-difl^^ 

5-(4-cyano-3-meihylphenyl)-H3.6-diflu^^ 1 H-pyrazole; 

5-(3-chloro^-methoxyphenylH-[3 s 6-difluo 

5-(4-chloro-3-methoxyphenyl)-1-[3 : 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difl^ 

5-(2-methylpyridin-6-yl)-1-[3.6-difluoro-4-(methylsullonyl)phenyl]-3^d 

5-(2-methylthiazol-4-yl)-1-[3.6-diriuoro-4-(melhylsulfonyl)phenyi]-3-{difluoromelhy 

5-(4-methyithiazol-2-yl)-1-[3,6-difluorb^^ 

5-(2-methylpyridin-3-yl)-1-[3.6-difluoro^ 

5-(2-methylpyridin-3-yl)-1-(3,6-difluoro^^ 1H-pyrazole; 
5.(3-pyridinyl)-H3,6-difiuoro-4-(methyls^ 

5-(5-mGthylpyridin-3-yl)-1 -[3,6-difIuoro-4-(methylsulfonyl)phenyl)-3-(dltluorbmethyl)- 1 H-pyrazole; 
5-(2-methylpyridin-3-yl)-1-[3,6-difiuoro^ 1 H-pyrazole; 

5-cyclohexyl-1-[3,6-difluoro-4-(methyisuUo^ 
5-cyclopentyl-1-[3,6-difluoro-4-(m^ 

1-phenyl-5-[3 ( 6-difluoro^-(methylsulfonyl)phenyl]-3-(trifluoromethyl)-1H^ 

1-(3-chlorophenyl)-5-[3,6-difluoro-4-(m^ 

1-(4-chlorbphenyl)-5-[3 t 6-difluoro-4^ 

1-(3-bromophenyl)-5-[3 s 6-difluoro-4-(metW 
1-(4-bromophenyl)-5-[3.6-difluoro^^ 
1-(3-fluoropheny1)-5-[3,6-difluoro-4-(metW^ 
1-(4-fluorophenyl)-5-[3,6-difluoro-4-(met^^ 

1 -(S-methylphenytJ-S-tS^-difluoro^^methylsultonyOphenyl]- 3-(trifluoromethyl)-1 H-pyrazole; 

1-(4-methylphenyl)-5-[3 ! 6-difluoro-4-(methylsulfonyl)phenyi]-3-^^ 

1-(3-cyanophenyl)-5T[3 ? 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

1-(4-cyanophenyf)-5-[3 ! 6-difluoro-4-(methylsulfonyl)phenyl]-3-(trifluorom 

1 -(3-trifluoromethylphenyl^ 

1-(4-trifluoromethyiphenyI)-5-[3,6^^ 

1-(3-trifluoromethoxyphenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyn 

1-(4-trif!uoromethoxyphenyl)-5-[3,6^^^ 

1-(3,4-dichlorophenyl)-5-l3 t 6-difl^ 

I^S^-dibromophenyO-S-fS.e-difluoro^^methylsulfonylJphenyl)- 3-(trifluoromethyl)-1 H-pyrazole; 

1 -(3 : 4-difluorophenyt)-5-[3 : 6-dlfluoro-4-(m^ 

1-(3,5-dichlorophenyl)-5-[3 : 6-difluoro-4-(^ 

1-(3,5-dibromophenyl)-5-[3,6-difluoro-4-(melhylsulfonyl)phenyl]-3-(trifluoro 

1-(3,5-drtluorophenyl)-5-[3..6-difiuoro-4-(methylsulfonyl)phenyll-3-(trifluorom 

1-(3,4-dimethylpheny1)-5-[3 f 6-difluoro-4-(m^ 

1-(3,5-dimethylphenyl)-5-[3,6-difluoro-4-(m 

1-(3-methy1-4-chtorophenyl)-5-[3,^ 

1-(4-methy!-3-chlorophcnyl)-5-[3,6-difluoro^^ 

1-(3-methyl-4-fluorophenyl)-5-[3,6-di^ 

1-(4-methyl-3-fluorophenyl)-5-[3,6-difluoro 

1-(3-methy1-4-bromophenyl)-5-{3 t 6-drfluoro^ 

1-(4-methyl-3-bromophenyl)-5-[3,6-difluo^ H-pyrazole; 

1-(3-methyl-44rifluoromethy1phenyl)^ 

zole; 
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1-(4 ; -methyl-34rifluoromethylphen 
zole; 

1 -(3-methyl-4-trifluorome 
zoSe; 

1-(4-methyI-3-trifluoromethoxyphenyl)-5-f3 f 6-difluoro-4-(methylsulfonyl)phen 
zole; 

1-(3-cyano-4-methylphenyl)-5-[3,6-difto^ 
1-(4«cyano-3-methylphenyl)-5-[3,6-difluoro-4^ 
1-(3-chloro^-methoxyphenyl)-5-[3 ? 6-dffluoro-4-^^ 
1-(4-chloro-3-methoxyphenyl)-5-[3 t 6-difluoro-4-^^ 

1-(2-methytpyridin-6-yl)-5-[3 ! 6-difluoro^-(methylsuifonyl)pheny!j-3^trifluorom 
1-(2-methy!thiazol-4-yl)-5-[3,6^ 
1-(4-methylthiazof-2-yl)-5-[3,6-difluoro-4-^ 
1-(2-methylpyridin-3-yl)-5-[3,6-difluoro^-^ 

1-(2-methylpyridin-3-yl)-5-l3,6-difluoro^-(methylsulfonyi)phenyl]-3-(trifl^ 
1-(3-pyridinyl)-5-[3,6-difluoro-4-(methyte^ 
1-(5-methylpyridin-3-yl)-5-[3,6-dm 
1-(2-methylpyrio!in-3-yl)-5-[3,6-dmuoro^^ 

1 -cyctohexyl-S-p.e-difluorb-^me^ H-pyrazole: 

1 -cycfopentyl-S-tS.e-difludro^ 

1-phenyl-5-[3,6-difluqro-4-(methylsulfo^ 

1-(3-chlorophenyl)-5-[3 t 6<Jifluoro^-(methyls^ 

1-(4-chlorophenyl)-5-{3,6-difluoro-4-(me^ 

1 -(S-bromophenyO-S^S.e-difluoro^-tmcthylsutfonyOphenyt] -3-(difluofomethyl)-1 H-pyrazo!e; 

1-(4-bromopheny!)-5^,6<lifluoro^-(n^ 

1-(3-fluorophenyl)-5-[3,6-difluoro^-(meth^ 

1-(4-fluorophenyl)-5-[3 t 6<iifluoro^-(meth^ 

1-(3-methylphenyl)-5-[3,6<iffluoro-4^me^ 

1-(4-methylphenyl)-5-[3,6-difluoro^-(methylsutfonyl)phenyl]-3-(difluorom 

1-(3-cyanophenyl)-5^,6-difluoro^-(metty^ 

1-(4-c^anophenyl)-5-[3,6-dffluoro-4-(met^ 

1 -(3-trifluoromethylpheny0-5^3,6-difluoro^^ 1 H-pyrazole; 

1-(4-trifluorom'ethy1phenyl)^ 

1-(3-trifluoromethoxypheny!)-5-[3.6-dffluoi^ 1 H-pyrazole; 

H4-trifluoromethoxyphenyl)-5-[3 ? 6-d^ 

l-p^-dichlordphenylJ-S-p^ifluoro^^ 

1-(3,4-dibrompphenyl)-5-[3,6Hiiflu^^ 

l-p^ifluorophenyO-S-fS.B-difluoro^ 

l-p^-dichlorophenyO-S-p^-difluoro^-^ 

l-^S-dibromophenyO-S-IS.e-difluoro^-fme^ 

1-(3 ! 5-difluorophenyl)-5-[3,6-difluoro-4^methylsulfonyl)phenyi]-3-(difluoromethyl)-1H 
1 -(3 ,4-dimethylphenyl)-5-[3 f 6-dif lu^ 
l-p^-dimethylphenylJ-S-tS.e-dffluoro-A-tme^ 

1-(3-methy!-4-chlorophenyl)-5-[3,6-difluoro-4-(methylsulfonyl)phenyl]-3-(dmuorometh^ 

l-(4-methyl-3-chlorophenyl)-5-[3,6-dlf^ 

1-(3-methyl-4-fluorophenyl)-5-[3,6-difiuoro^^ 

1-(4-methyl-3-riuorophenyl)-5-[3,6-difluoro 

1-(3-methyl-4-bromophenyl)-5-[3,6-difiuoro-4-(m 

1-(4-mcthy!-3-bromcp^enyi)-5 [3,6>d;fluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethyl)-1 H-pyrazole; 

l-p-methyM-trifluoromethylphenyO-S-p,^ 

zole; 

1-(4-mcthy1-3-trifluoromcthylphe^ 
zole; 

1-(3-methyl-44rifluoromethoxyphenyl)-5^^^ 
zole; ' , 

1-(4-meth^3-tn7luoromethoxyphenyl)-5^ 

Zole; 

1-(3-cyano^^ethylphenyl)-5^6-dffiuoro^-(^^ 
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1-(4-cyano-3-methylphenyl)-5-[3,^ 

1 -(3-chloro-4-methoxyphenyl)-5^ iH-pyrazole; 

1-(4<:hloro-3-methoxyphenyl)-5-[3.6-difl^^ 

1-(2-methylpyridin-6-yl)-5-[3,6<im^ 

1-(2-methylthiazol-4-yl)-5-[3,6-^ 

1-(4-methylthia20l-2-yl)-5-[3,6-difluoro-4-(methyisulfonyI)phenyl]-3-(difluorometh 

1-(2-methylpyridirv3-y!) 5-[3,6-dif!uoro-4-(methy!su!fonyl)phenyl]-3Hdifluoromethyl)-1H-pyr?^o!^; 

1-(2-methyipyridin-3-yl)-5-[3 l 6-difluoro-4-(methylsulfonyt)phenyl]-3-(difluorom 

1-(3-pyridinyl)-5-[3,6<Jifluoro-4-(me 

1-(5-nr,ethylpyridin-3-yt)-5-[2,6-difluoro-4-{rnethy!s^fonyO 

1-(2-methylpyridin-3-yl)-5-[3,6-difluoro^ 

1-tyclohexyl-5-[3 f 6-difluoro-4-(methylsulfonyl)phenyl]-3-(difluoromethy^ 

1-cyclopentyl-5-[3,6-difluoro-4-(methylsulfonyl)phenylJ-3-(difluoromethyl)-1H 

2,5-difluorO'4-[1-phenyl-3-(difiuoromethyi)-IH-pyrazol-5-y!]benezenesulfonamide; 

2,5-difluoro-441-(3-chiorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide 

2,5-difluoro-4-[1-(4-chlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yJ]benezenesut^ 

2,5-dlfluoro-4-[1-(3-bromophenyI)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonam 

2,5-difluoro-4-[1-(4-bromopheny!)-3-(dif^ 

2 > 5-difluoro-4-[1-(3-nuoropheny^ 

2,5<lifluoro-4-[1-(4-fluorophenyl)-3-(difl^ 

2,5<lifIuoro-4-[1-(3-methylphenyl)-3-(d^^ 

2,5-difluoro-4-[1 -(4-methylphenyl)-3-(dlfIuoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 
2,5-difluoro-4-[1-(3-cyanophenyl)-3-(dffl^ 

2 f 5-difluoro-4-[1 -(4-cyanophenyl)-3-(dlfluoromethyl)-1H-pyrazol-5-yI]benezenesulfonamidc; 

2,5-difluoro-4^1-(3-trifluoromethylphe^ 

2,5<ntluoro-4^l-(4-trifiuoromethyip^^ 

2,5-dif!uoro-441-(3-trifluoromethoxyphe^^ 

2,5<Jifluoro-4-[1-(44rifluoromethoxypheny^^ 

2 r 5-difluoro-4-[1-(3,4-dichlorophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]^ 

2,5-difluoro-4-[1-(3,4-dibromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1-(3Adifluorophenyl)*3-(dlfluoromethyl)-1H-pyrazol-5-yl]benezen 

2,5-difluoro-4-[1-(3,5-dichlorophenyl)^ 

2,5<Jifluoro-4-[1-(3 l 5-dibromophenyl)-3^^^ 

2,5-difluoro-4-[1-(3,5-dmuorophenyl)-3-(^^^ 

2 l 5-dif!uoro-4-[1-(3,4-dimethylphenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezenesulfo 

2,5-difluoro-4-[1-(3,5-dimethylphenyl)-3-(difluoromethyI)-1H-pyrazol-5-yl]benezenesu^^ 

2,5-difluoro-4-[1-(3-methyl-4K:hloro^ 

2,5-difluoro-4-[1-(4-methyl-3-chlorophenyl)-3^difluoromethyl)-1H-pyrazol-5~yl]ben 

2,5-difluoro-4-[1-(3-methyl-4-fluorophenyl)-3-(difluoromethy!)-1H-pyrazol-5-yl^ 

2,5-difluoro-4-[1-(4-methyl-3-fluorophenyl)-3-(dif!uoromethyl)-1H-pyrazol-5-yl]benezen 

2,5-difluoro-4-[1-(3-methyl-4-bromophenyl)-3-(difluoromethyl)-1H-pyrazol-5-yl]benezen 

2,5<iifluoro«4-[1-(4-methyl-3-brom 

2,5-difluoro-4-[1-(3~methyI-44rifluorometa^^ 

mide; 

2,5-dlfluoro-4-[1-(4-methyl-3-trlfluoromethylphenyl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]benezenesulfona- 
mide; 

2,5-difiuoro-4-[1-(3<nethyI-4-trifluo^ 
mide: 

2 l 5-difluoro-4-[1-(4-methyl-3-trifluoromethoxyphenyl)-3-(difluoromethyl)-1H-pyrazo 
mide; 

2,5-difluoro-4-[1-(3-cyano-4-methylpheny^^ 
2,5-difluoro-4-[1-(4-cyano-3-methylphenyl)^^ 

2 l 5-difluoro-4-[1-(3-chioro-4-methoxyphenyl)-3-(difluoromethyl)-1 H-pyrazoi-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1~(4-chloro-3-metho>cyphen^^ 

2,5-dif1uoro-4-[1~(2-methylpyridin^^^ 

2,5-difluoro-4-[1-(2-methylthiazoM-yl)-3-^ 

2 ,5-dif luoro-4-[1 -(4-methylthiazol-2-yl)-3-(difluoromethyl)-1 H-pyrazol-5-yl]bene7enesulfonamide; 
2,5^ifiuoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyrazoi-5-yi]benezen 
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2,5-difluoro-4-[1-(2-rriethylpyriclin-3-yl)-3-(difluoromerhyl)-1 H-pyrazol-S-yljbenezenesulfonamide; 

2,5-difluoro-4-[1-(3-pyridinyl)-3-(difiuoromethyf)-1H-pyra2ol-5-yl]benezenesulfonamide; 

2.5-difluoro-4-[1-(5-methylpyridin-3-yl)-3-(difiuoromethyl)-1H-pyrazol-5-yl]bene2 

2,5-difiuoro-4-[1-(2-methylpyridin-3-yl)-3-(difluoromethyl)-1H-pyra2ol-5-yl]benezenes 

2,5-difluoro-441^yclohexy!-3-(difluo^ 

2,5-difluoro-4-[1-cyclopentyl-3-(difluoromethyl)-1H-pyrazoi-5-yllbenezenesuifonarnide; ■ 
2.5-difluoro-4-(1-phenyl<3-(trifluoroH^ 

2,5-difluoro-4-[1(3-chlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 
2,5-difluoro-4-[1-(4-chloropheny!)-^ 

2.5-difluoro-4-[1-(3-bromophenyl)-3-(trifluoro)-1H-pyrazol-5-ynbenezenesulfonam 

2,5-difluoro-4-[1^4-bromophenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1-(3-fluorophenyi)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfonamjde; 

2 I 5-difluoro-4-[1-(4-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl)benezenesulfonamide 

2 l 5-difluoro-4-[1-(3-methylphenyl)-3-(trifluoro)-1 H-pyrazol-5-yi]benezenesulfonamide; 

2,5-dilluoro-4-Ll-(4-methy!phenyl)-3-(trifluoro)-1 H-pyrazol-5-yl]benezenesulfonamide; 

2,5-difluoro-4-[1-(3-cyanophenyl)-3Mtrifluoro)-1H-pyrazol-5-yl]benezenesulfonamide; 

2,5-dlfluoro-4-[1-(4-cyanophenyl)-3-(trifluoro)-lH-pyrazol-5-yl]benezenesulfonamide; 

2,5<lifluoro-4-[1-(3-trifluorome^ 

2,5-diNuoro-4H;i i (44rifluoromethy^ 

2,5<lifluoro-4-[1-(3-trifluoromethoxyphen^^ 

2 1 5-djfluoro-4^1-(4-trifluoromethoxyphenyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesulfon 

2,5<lif!uoro^-[1-(3,4-dichloropheny^ 

2,5-difiuoro-4-[1-(3,4-dibromophenyl)-3-(tiffl^ 

2,5-difluoro-4-[1-(3 t 4-diftuorophGnyl)-3-{trlfluoro)-1H-pyrazol-5-yQbenczenesulfonam 
2,5<lrfluoro-4-[1-(3 J 5-dichlorophenyl)-3-(^ 
2,5-drfluoro-4^1-(3.5-dibromophenyl)-3-(trifluor^^ 
2,5-difluoro-4^1-(3,5-difluorophenyl)-3-(trffl^ 

2 t 5-difluoro-4-[1 -(3 t 4-dimethylphenyl)*3-(trrfluoro)-1 H-pyrazol-5-yl]behezenesulfonamide; 

2,5<lifluoro~4-[1-(3 } 5-dimethylphenyl)-3-(trffl^ 

2 f 5-diflboro-4-[1-(3-methyl-4<;hloro 

2,5-difluoro-4-[1-(4-methyl-3^hlorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl)ben 

2,5-difluoro-4-f1 -(3-rTiethyi^-fiuorophenyl)-3-(trifluoro)-1H-pyrazoi-5-yl]benezenesulfonamide; 

2,5-difluoro-4-f1-(4-methyl-3-fluorophenyl)-3-(trifluoro)-1H-pyrazol-5-yl|benezenesulfonami 

2,5-difluoro-4-[1-(3-methyM^romoph 

2,5-difluoro-4-[1-(4-methyl-34Dromophenyl)-3-(trifiuoro)-1H-pyrazol-5-yl]benezenesulfonam 

2,5-difluoro-4-[1 (3-methyl-44rifluoromethylphenyl)-3-^ 

2,5<lifluoro-4-[1-(4-methyl-3-trifluorome^^ 

2,5-difluoro-4-[1-(3-methy!-4-t^ 

2,5-diffuoro-4-[1-(4-methyl-3-trif^ 

2,5-difluoro-4-[1-(3-cyano-4-methylphenyl)-3-{trifluoro)-1H-pyrazol-5-yl]benezene 
2,5-difluoro-4-[1-(4<;yano-3-methylphenyl)-3-{tnfluoro)-1H-pyrazol-5-y!]benezenesulfonam 
2 t 5<lifluoro-4-[1-(3-chloro^-methox 
2,5-difluoro-441 -(4-chloro-3-m 

2,5-difluoro-4-[1-(2-methylpyridin-6-yl)-3-(triHuoro)-1H-pyrazol-5-yl]benezenesuU 

2,5-difluoro-4-[1-(2-methylthiazol-4-yl)-3-(trifluoro)-1H-pyrazol"5-yl]ben 

2,5<Wluoro-4-[1-(4-methylthiazol-2-yl)-3-^^^^ 

2,5-difluoro-4-[1-(2-melhylpyridin-3 -yl)-3-(lrifluoro)-1H-pyrazol-5-yl]benezenesuHonamide; 
2.5-difluoro-4-[1-(2-methylpyridin-3-yl)-3^^ 

2,5-difluoro-4-[1-(3-pyridinyl)-3-(trifluoro)-1H-pyrazol-5-yl]benezenesu t tonamide; 
2,5-difiuoro-4-[1-(5-methylpyridin-3-yl)-3-(^ 

2,5-difluoro-4-[1 (2-methylpyridin-3-yl)-3-(trif!uoro)OH-pyre^ol-5rylJbenezenesulfonamide; 
2,5-difluoro-4-[1 -cyclohcxyl-3-(trifIuoro)-1 H-pyrazoI-5-ylJbcnGZoriesulfonamidc; and 
2 l 5-difluoro-4-[1^clopenty1-3-(trlfiuoro)-1H-pyrazol-5-yl]benezenesulfonamide. 



32. The compound of Claim 1 having Formula III: 
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(X) n 




wherein: 
X is fluoro; 

n is an integer greater than or equal to 2; 

R 7 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally substi- 
tuted with one, two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-alkoxycar- 
bonyl, hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylamino : nitro, C,. 2 - 
alkoxy -C 1 . 2 " a ' k yl. C^-alkylsutfinyl, halo, C^g-alkoxy and C 1 . 3 -alkylthio; 

R 8 is a.radical selected from' hydrido, halo, C^-alkyl, C 2 .^-alkenyl, C 2 . 3 -alkynyl, oxo, cyano r carboxyl,. cy- 
ano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyl-C^-alkyl, C 1 . 3 -alkylthio-C 1 . 3 -alkyl. C«,. 3 -hydroxy- 
alkyl, C 1 . 3 -alkoxycarbonyl, phenylcarbonyl, phenyl-C 1 . 3 -alkylcarbonyl, phenyl-Cg^-alkenyl, C 1 . 3 -alkoxy-C 1 . 3 - 
alkyl, phenylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyL aminocarbonyl, 
aminocarbonyl-C^-alkyl, C 1 . 3 -alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl)-N-phenylaminoc- 
arbonyl, C^-alkylaminocarbonyi-C^-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino ; N-aralkylami- 
no. N-tC^-alkylJ-N-aralkylamino, N-(C 1 . 3 -alkyl)-N-arylamino, amino-C^-alkyl, C 1 . 3 -alkylaminoalky! 1 N-phe- 
nylamino-C^-alkyl, N-phenyl-C v3 -alkylaminoalkyl, N-fC^^lkyO-N^phenyl-C^a-alkyOamino-C^^alkyl, 
N-lC^-alkylJ-N-phenylamino-C^-alkyl, phenyloxy, phenylalkoxy, phenylthio : phenyl-C^g-alkytthio, C«,. 3 - 
alkylsulflnyl, C 1 . 3 -alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl. N-phe.nylaminosulfonyl, phenylsulfo- 
nyl, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl; and 
R 9 is methyl or amino; 

or apharmaceutically-acceptable salt, tautomer or prodrug thereof. ; 

33. The compound of Claim 32 wherein: 

R 8 is a radical selected from hydrido, halo, C v2 -alkyl, C 2 _ 3 -alkenyL C 2 _ 3 -alkynyl. oxo. cyano. carboxyl, cy- 
ano-C v3 -alkyl, (5- or6-member ring heterocyclyl)oxy, C^-alkoxy, C 1 . 3 -alkylthio. C^-alkylcarbonyl, C^. 6 -cy- 
cloalkyl, phenyl, C V3 -haloalkyl, 5- or 6-member ring heterocyclyl. C 3 . 6 -cycloalkenyl. phenyl-C v3 -alkyl,'(5- or 
6-member ring heterocyclyl)-^. 3 -alkyl, C 1 . 3 'a!kylthio-C 1 . 3 >alkyl. C v3 -hydroxyalkyl. C^-atkoxycarbonyl; phe- 
nylcarbonyl, phenyl-C^-alkylcarbonyl, pheny!-C 2 . 3 -alkenyl : C 1 . 3 -alkoxy-C 1 . 3 -alkyL phenylthio-C^-alkyl, 
phenyloxy-C^-alkyl, C v3 -alkoxyphenyl-C 1 . 3 -alkoxy-C 1 . 3 -alkyl. C^-alkoxycarbonyl-C^-alkyt. aminocarbo- 
nyl, aminocarbonyl-C^g-alkyl, C^-alkylaminocarbonyl. N-phenylaminocarbonyl ; N-(C 1 . 3 -alkyl)-N-phenylami- 
nocarbonyl, C^-alkylaminocarbonyl-C^-atkyl, carboxy-C^-alkyl. C 1 . 3 -alkylamino. N-phenylamino, N-(phe- 
hyl-G^-alkyOamino, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -alkyl)amino. N-tC^-alkylJ-N-phenytamino. amino-C^- 
alkyl, C^-alkytamino-C^-alkyl, N-phenylamino-C^-alkyl, N-phenyl-C 1 . 3 -alkylamino-C 1 . 3 -alkyl ; N-tC^s- 
alkylj-N-phenyl-C^^alkylamino-C^^alkyl, N-fC^-alkyO-N-phenylamino-C^-aikyl. phenyloxy. phenyl-C^- 
alkoxy, phenylthio, phenyl-^ _ 3 -alkylthio, C^-alkylsulfinyL C^-alkylsulfonyt aminosulfonyl, C v3 -alkylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-CC^g-alkyO-N-ohenylan.inccjIfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

34. The compound of Claim 33 wherein R 7 is optionally substituted cyclohexyl. 

35. The compound of Claim 33 wherein R 7 is optionally substituted pyridinyl. 

36. The compound of Claim 33 wherein R 7 is optionally substituted phenyl. 

37. The compound of Claim 33 wherein R 7 is cyclohexyl, pyridinyl. or phenyl, wherein said cyclohexyl, pyridinyl, and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl. trifluor- 



EP 1 251 126 A2 



omethyl, cyano, carboxyl, methoxycarbonyl, hydroxy!, hydroxy methyl, trifluoromethoxy, amino, methylamino, phe- 
nylamino, nitro, methoxymethyl, methylsulfiriyl, fluoro, chloro, bromo, methoxy and methylthio. 

38. The compound of Claim 33 wherein R 8 is a radical selected from hydrido. fluoro, chloro, bromo ; methyl, oxo, cyano, 
carboxyl, cyanomethyL methoxy. methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, 
methyfthiornethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyL phenylmethylcarbonyl, 
methoxymefiyl, phenytthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyi mpthoxycarbonylmethyl. 
aminocarbohyl, aminocarbonylmethyi, methylaminocarbonyl, N-phenylaminocarbonyl, N-melhyl-N-phenylamino- 
carbonyl, methylaminocarbonylmethy!, carboxymethyl, methylamino. N-phenylamino, N^phenylmethyOamino, N- 
methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino. aminomethyl, methylaminomethyl. N-phenylaminome- 
thyl, N-phenylmethylaminomethyl, N«methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylaminomethyl, phe- 
nyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methyisulfinyl, methylsulfonyl, aminosuifonyl, methylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methy!-N-phenylaminosulfonyl. 

39. The compound of Claim 33 wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyL cyano. carboxyl. methoxycarbonyl, hy- 
droxyl, hydroxymethyl, trifluoromethoxy; amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R 8 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxymetnyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyL phenylmethylcarbonyl, methoxymethyl, phe- 
nylthtomethyl, phenyloxymethyl, methoxyphenylmethoxymcthyl, methoxycarbonylmethyl, aminocarbonyl, 
aminoearfeonyimethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 
methyllimlnocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phcr5y!mcthy!)aminc, N-mc 
thyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phenylami- 
nomethyt, N-phenylmethylaminomentyl, N-methyl-N-phenylmethylaminom ethyl N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio. methylsulfinyl, methylsulfonyl. aminosui- 
fonyl, methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl. and N-methyl-N-phenyiaminosutfonyl. 

40. The compound of Claim 39 having Formula MIA: 




IIIA 



F 



wherein R 7 , R 8 and R 9 are as defined in Claim 39. 

41 . The compound of Claim 33 wherein: 

R 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from halo, cyano, C 1 . 2 -alkyl, C 1 . 2 haloalkyl ! C 1 . 2 -a!koxy. and C 1 . 2 haloalkoxy; and 
R 8 is a radical selected from hydrido, halogen, C^-alkyl. C v3 -alkoxy, C V3 -alkylcarbonyl, C 1 . 3 -haloalkyl, C,_ 3 - 
hydroxyalkyl, and C 1 . 3 -alkoxycarbonyl. 

42. The compound of Claim 33 wherein 

fl 7 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two or 
three radicals selected from methyl, difluoromethyl, trifluoromethyl. trifluoromethoxy, cyano, fluoro, chloro. 
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bromo, iodo and methoxy; and 

R 8 is a radical selected from hydrido, chloro, fluoro, bromo. cyano, methyl, methoxy. methylcarbonyl, trifluor- 
omethyl, difluoromethyl, hydroxymethyl. and methoxycarbonyl. 

43. The compound of Claim 1 having Formula IV: 



wherein: 
X is fluoro; 

n is an integer greater than or equal to 2; 

R 10 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C v2 -alkyl t C^-haloalkyl, cyano. carboxyi, C^-alkoxy- 
carbonyl, hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, C^ 2 - 
alkoxy-C^-alkyl, C^-alkylsufftnyl, halo, C^-alkoxy and C^a-aikylthio: 

R 11 is a radical selected from hydrido, halo, C^-aikyl, C 2 . 3 -alkenyl. C 2 _ 3 -alkynyl ; oxo, cyano, carboxyi, cy- 
ano-^ _ 3 -a!kyl, heterocyclyloxy, C^g-alkoxy, C 1 . 3 -alkylthio, alkylcarbonyl, cycfoalkyl, prienyl, C^-haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyt-C 1 . 3 -alkyl. C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C^-hydroxy- 
alkyl. C^-alkoxycarbonyl, phenylcarbonyl. phenyl-C^-alkylcarbonyl. phenyl~C 2 _ 3 -alkenyl. C^-alkoxy-C^- 
alkyl, phenylthio-C^-alkyl, phenyloxyalky!, alkoxyphenylalkoxyalkyl. alkoxycarbonylalkyL aminocarbonyl, 
aminocarbonyl-C^-alkyl, C^-alkylaminocarbonyl. N-phenylamtnocarbonyi, N-(C v3 -alky!)-N-phenylaminoc- 
arbonyl, C 1 . 3 -alkylaminocarbonyl-C v3 -alkyl, carboxy-C^-alkyL C^-alkylamino, N-arylamino, N-aralkylami- 
no, N-tC^g-alkyO-N-aralkylamino. N-(C 1 . 3 -alkyl)-N-arylamino. amino-C v3 -alkyi ; C^-alkylaminoalkyl, N-phe- 
nylamino-C v3 -alkyl, N-phenyl-C^-alkylaminoalkyl, N^Cv^alkyO-fsi^phenyl-CvyalkyOamino-C^a-alkyl, 
N-tC^^alkylJ-N-phenylamino-C^^alkyL phenyloxy : phenylalkoxy ; pienylthio : phenyl-C^-alkyfthio, C t _ 3 - 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosuIfony . N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-fC^-alkyO-N-phenylaminosulfonyl; 
R 12 is a methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof 

44. The compound of Claim 43 wherein: 

R 11 is a radical selected from hydrido, halo, C^-alkyl. C 2 . 3 -alkenyl. C 2 . 3 -a1kynyl ; oxo, cyano, carboxyl, cy- 
ano-C^-alkyl, (5- or 6-member ring heterocyclyl)oxy r C^-alkoxy. C 1 . 3 -alkylthio. C^-alkylcarbonyl, C^-cy- 
cloalkyl, phenyl, C-. 3 -haioalkyl ; 5- or 6-member ring heterocyclyl, C 3 . 6 -cycloalkenyl. phenyl-C^-alkyi, (5- or 
6-member ring heterocyclyO-C^-alkyl, C 1 . r alkylthio-C 1 . 3 -alkyL C^- hydroxy alky I, C^-alkoxycarbonyl, phe- 
nylcarbonyl, phenyl-C^-alkylcarbonyl. phenyl-C 2 . 3 -alkenyl. C 1 . 3 -al<oxy-C 1 . 3 -alkyl. phenylthio-C v3 -alkyl, 
phenyloxy-C^-alkyl, C 1 . 3 -alkoxyphenyl-C 1 . 3 -alkoxy-C 1 . 3 -alkyl. C 1 . 3 -alkoxycarbonyl-C 1 . 3 -a!kyl l aminocarbo- 
nyl, amiriocarbonyt-C^-alkyl, C^g-alkylaminocarbonyl. N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylami- 
nocarbonyl, C 1 . 3 -alkylaminocarbonyl-C l . r alkyl, carboxy-C v3 -alkyl, C v3 -alkylamino : N-phenylamino, N-(phe- 
nyl-C^-alkyOamino, N-(C 1 . 3 -alkyl)-fsi-(phenyl-C 1 . 3 -alkyl)amino: N-(C v3 -alkyl)-N-phenylamino, amino-C^- 
alkyl, C 1 . 3 -alkylamino-C 1 . 3 -alkyl, N-phenytamino-C^-alkyl. N-phenyi-C^^lkylamino-C^-alkyl, N-CC,^- 
alkyO-N-phenyl-C^a-alkylamino-C^a-alkyl, N^C^a-alkyO-NI-phenylamino-C^^alkyl, phenyloxy, phenyl-C 1 . 3 - 
alkoxy, phenylthio, phenyl-C 1 . 3 -alkylthio J C v:r alkylsulfinyl, C v3 -alkylsulfonyl, aminosulfonyl, C V3 -alkylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-tC^-alkyO-N-ohenylaminosulfonyl; 
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or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 1 

45. The compound of Claim 44 wherein R 10 is optionally substituted cyclohexyl. 

46. The compound of Claim 44 wherein R 10 is optionally substituted pyridinyl 

47. The compound of Claim. 44 wherein R 10 is optionally substituted phenyl. 

48. The compound of Claim 44 wherein R 10 is cyclohexyl, pyridinyl. or phenyl wherein said cyclohexyl, pyridinyl and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluorornethyl. tritluor- 
omethyl, cyano, carboxyl, methoxycarbonyl, hydroxyl. hydroxymethyl. trifluoromethoxy, amino, methylamino, phe- 
nyiamino, nitro, methoxymethyl, methylsulfinyl, fluoro, chloro ; bromc, methoxy and methylthio. 

49. The compound of Claim 44 wherein R 11 is a radical selected from hydrido : fluoro : chloro, bromo, methyl, oxo, 
cyano, carboxyl, cyanomethyl, methoxy, methylthio, methylcarbonyl phenyl, trifluoromethyl, difluorornethyl, phe- 
nylmethyl, methylthiomethyl, hydroxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcar- 
bonyl, methoxymethyl phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylme- 
thyl, amlnocarbonyl, ;amlnocarbonylmethyl, methylaminocarbonyl N-phenylaminocarbonyl, N-methyl-Nrphe- 
nylaminocarbonyl, meithylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmjethyl) 
amino* N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phe- 
nylaminomethyl, N-phenylmethylaminomethyl N-methyl-N-phenylmethylaminomethyl, N-methyt-N-phenylami- 
nomethyf, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosutfonyl, 
methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-methyl-N-phenylaminosurfonyl 

50. The compound of Claim 44 wherein: 

Rio j s cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from methyl, difluorornethyl, trifluoromethyl, cyano, carboxyl, methoxycarbonyl, hy- 
droxyl, hydroxymethyl, trifluoromethoxy, amino, methylamino : phenyiamino, nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R" is a radical selected from hydrido, fluoro, chloro. bromo. methyl, oxo. cyano, carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl. difluorornethyl, phenylmethyl, methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl ethoxycarbonyl phenylcarbonyl phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl methoxyphenylmethoxymethyl methoxycarbonylmethyl, aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 
methylaminocarbonylmethyl, carboxymethyl methylamino. N-phenylamino, N-(phenylmethyl)amino, N-me- 
thyl-N-(phenylmethyf)amino, N-methyl-N -phenyiamino. aminomethyl methylaminomethyl, N-phenylami- 
nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenylmethoxy. phenylthio phenylmethylthio. methylsulfinyl methylsulfonyl, aminosul- 
fonyl methylaminosulfonyl N-phenylaminosulfonyl phenylsulfonyl and N-methyl-N-phenylaminosulfonyl. 

51. The compound of Claim 50 having Formula IVA: 




10 



wherein R 10 , R 11 and R 12 are as defined in Claim 50. 
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52. The compound of Claim 50 having Formula IVB: 5 




IVB 



wherein R 10 , R 11 and R 12 are as defined in Claim 50. 

53. The compound of Claim 44 wherein: 

i • 

R 10 is cyclohejcyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicfls selected from halo, cyano, C 1 . 2 -alkyi, C 1 . 2 -haloalkyl, C^-alkoxy, and C v2 -haloalkoxy; and 
R 11 is a radical selected from.hydrido, C^-alkyl, C^-alkoxy, C^-alkylcatbonyl, C^-haloalkyl, C 1 . 3 -hydroxy- 
alkyl, and 6,,.3-alkoxycarbonyL 

54. The compound of Claim 44 wherein 

R 10 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one. two 
or three radicals selected from methyl, difiuoromethyL irtfluoromethyL trifluoromethoxy, cyano, fluoro, chloro, 
bromo, and methoxy; and 

R 11 is a radical selected from hydrido, methyl, methoxy, methylcarbonyl, trifluoromethyl, difluoromethyl, hy- 
droxymethyl, and methoxycarbonyl. 

55. The compound of Claim 50 having Formula IVC: 




rvc 



or a pharmaceutically-acceptable salt tautomer or prodrug thereof. 

56. The compound of Claim 44 selected from compounds and their pharmaceuticalty-acceptabie salts, tautomers and 
prodrugs thereof, of the group consisting of 

2.6-difluoro-4-{3-phenyl-5-fluoromethylisoxa2ol-4-yl)benezenesultonamide; 
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2.6-difluoro-4-[3-(3-chlorophenyl)-5-fluoromethyliSOxa?oI-4-y5]bene7enesulfonamide; 
2,6-difluor6-4-[3-(4^h!orophen^ 

2 ; 6-difluoro-4-[3-(3-bromophenyl)-5-fluoromelhylisoxazol-4-yl]benezenesulfonamide; 

2,6-dif!uoro-4-[3-(4-bromopheny!)-5-fluoromethylisoxa2ol-4-yl]benezenesulfonamide; 

2,6<iifluoro-4-f3-(34luorophenyl)-5-flu^^ 

2 ! 6-difluoro-4-[3-(4-fluorophenyO 

2,6<lifluoro-4-f3-(3-methylphenyl)^^ 

2 ; 6-difluoro-443-(4-methylphenyl)-5-fluoromeihyiisoxazoi^-y!]benezenesulfonamide: 
2 s 6-difluoro-4-[3-(3-cyanophenyi)-5-fjuoromethylisoxazol-4-yl]benezenesulfonamide; 
2 ; 6-difiuoro-443-(4^anophenyl)-5-fluorometnylisoxazol-4-y|)benezenesulfonamide: 
2,6-difluoro-4-[3-(3-trifluorometo^^ 

2,6-difluoro-4-[3-(44rifluoromethylphenyl)-54!uoromethyfisoxazol-4-yl]benezenesulfonamide; 
2,6<lffluoro-4-[3-(34rifluoromethoxyphe^^ 

2 ! 6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-f!uoromethylisoxazol-4-yl)benezenesulfonam 

2,6<lifluoro-443-(3 ( 4-dichlorophenyl)-5-fluoromethyliscxazol-4-yl)benezenesulfonamjde; 

2,6-difluoro-4-[3-(3,4-dibromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesu!fonamide; 

2,6-dlfluoro-4-[3-(3,4-difluorophenyl)-5-fluoromethylisoxazo!-4-yl]benezenesulfonamide; 

2 ) 6-dlfluoro-4-[3-(3,5-dichlorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesu!fonamide 

2,6<lifluoro-4^3-(3 l ^-dibromophenyl)-54luoromethylisoxa2ol-4-yl)benezenesulfonamide; 

2.6-drfluoro-4-{3 -(3,5-difluorophenyl)-5-fiuoromethylisoxazo{-4-yl]benezenesulfonamide; 

2 ) 6-difluoro-4^3-(3 l 4-dimethylphenyl)-5-fluoromethylisoxazot-4-ylJbenezenesutfonam 

2,6<lifluoro^3-(3 I 5<limethylphenyl^^^ 

2,6<lffluoro^3-(3-methyl-4^hlorophenyl)-5^ 

2,6<lifluoro^-[3-{4-methyl-3^hlorophenyl)^^ 

2,6-difluoro-4{3-(3-methyM-fJuoroph^ 

2 t 6-difluoro-4^3-(4-methyl-3-fluorophenyl)-5-fluoromethylisoxazol-4-y!]berie 

2,6-dmuoro^3-(3-methyM^romophenyl)-5-fluoromeihy:iscxazoM-yl]benezenesulfonam 

2,6KJifluoro^-[3-(4-methyl-3-bromophenyl)-5-fluoromeThyisoxazoM-yl]benezenesulfonam 

2.6<lifluoro^;3-(3-methyl*44rifluoromet^ 

2,6-difluoro^3-(4-methyl-3-trifluo^ 

2,6<iifluoro-4H;3-(3-methyl-44rifluorom 

2,6<lifluoro^3-(4-methyl-34rffiuoro^ 

2,6-difluoro-443-(3K^ano^-methylphenyl)-5-fluoromethylisoxazol*4-y!|benezenesulfona^ 
2,6-difluoro-443-(4<:yano-3-methylphenyl)-5-fluoromethy!isoxazol-4-yl]benezenesu!fonam 
2,6-difluoro^3^3^loro^-metho>ty^ 
2,6<imuoro-4^3-(4<:hloro-3-methoxyphenyl)-54^^ 

2 ! 6-di7luoro^3-(2-methylpyridin-6-yl)-54luoromethylisoxazcl-4-yl]benezenesulfonamide; 
2,6<Jifluoro-4-[3-(2-methylthiazoM-yl)-54^ 

2,6-difiuoro-4-[3-(4-methy!thia20l-2-yl)-54luoromethylisoxazo!-4-yl]benezenesu!fonamide 
2,6-difluoro-4-[3-(2-methylpyridin-3^ 

2,6-difluoro^-[3-(2-methylpyridin-3-yl)-54luoromethy}isoxazcl-4-ylJbenezenesulfonamide; 
2,6-difluoro-4-[3-(3-pyridinyl)-54luoromethylisoxazoi-4-yi]benezenesulfonamide; 
2 ! 6-difluoro-4-[3-(5-methylpyridin-3-yl)-54luoromathylisoxazc!"4-yl]benezenesulfonamide; 
2,6<iifluoro-4-[3-(2-methylpyridin-3^ 

2.6-dlfluoro-4-[3-cyclohexy!-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6<lifluoro-4^3-cyclopentyl-54luoromethy!isoxazol-4-yJ]benezenesulfonamide; 

2 } 6-difiuoro-4-[3-phenyl-5-difluoromelhylisoxazo)-4-yl]benezenesulfonamide; 

2,6-difluoro^-[3-(3-chloro-5-methylphenyl)-5-difluoromeihylisoxazol-4-yl]benezenesulfo^ 

2,6-difluoro-4<3-(34luoro-5-methylphenyl)-5-difluoromethy!isoxazol-4-y!Jbenezenesulfonamide; 

2 f 6^ifluoro^-[3-(3H:hloropheny!)-5<JifluoromethyHsoxazoI-4-y!]benezenesu(fonamide: 

2 t 6^ffluoro-4-[3-(4K;hlorophenyl)-5-difluorom 

2,6^ifluoro-4-[3-(3-bronK>phenyl)-5<!ifluororrK5thylisoxazcM'yl]bGnezencsu!fonamide; 
2 r 6^ifluoro^-[3-(4-bromopheny1)-5-difiuororro^ 

2,6^ifluoro-4^3-(34luorophenyl)-5-difluoromethylisoxazol-4-yi]benezenesulfonamide; 
2,6^ifluorc^^3-(44luoropheny()-5-dif!uoromethy1isoxazol«4-yl]benezenesulfonajTiide; 
2,6<lifluoro^H;3-(4-methylphenyl)-5^^ 
2 t B^ifluoro^3T(3^ethylphenyl)-5^ifluoro^ 

2,6^ifluoro^3T(343romo-5-methylphenyl)-5-dtfluoromethylisoxazol-4-yl^ 
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2 6-difluoro-4-[3-(3.4-dichlorophenyl)-5-difluoromethylisoxa70l-4-yl]bene7enesulfonamide; 
2'6<Jifluoro-4-[3-(3 ; 4<JibromophenyO 

2,6-difluoro-4-[3^3 s 4-difluorophenyl)-5-difluoromethylisoxazol-4-y!]bene2enesuifonamide; 

2.6-difluoro-4-[3-(3.5-dichlorophenyl)-5-difluoromethylisoxazol-4-yl)benezenesulfonam 

2,6-dif!uoro-4-f3-(3 ; 5-dibromophenyl)-5-difluoromethylisoxazol-4-y||benezenesulfonamide 

2.6-dinuoro-4-[3-(3.5-difiuorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6<Jtiluoro-4-t3-(3-chiojo-4-i f iuorop^ 

2,6-difluoro-4-[3-(3-chloro^-methylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfo 

2,6-difluoro-4-[3-(3-bromo-4-methylphenyl)-5^ 

2,6-difluoro-4-[3-(3-fiuoro-4-mem 

2,6-diflu6ro-4-[3-(3 : 4-dimethylphenyl)-5-diflu^^ 

2 t 6-difluoro-4-[3-(4-trifluoromethoxyphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonami 

2,6-difluoro-4-[3-(3-methyl-4-trifluoro^ 

2,6-difluoro-4-[3-(4-methyl-3-trifluorometho^ 

2,6-ditluoro-4-[3-(3-trifluoromethylphenyl)-5-difluoromethyijsoxazol-4-yl]benezenes 

2 l 6-difluoro-4-[3-(4-trifluorom.ethylphenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam 

2 I 6-difluoro-4-[3-(3-methyl-4^rifluorometh^^ 

2,6<Hfluoro-4-[3-(4-methy!-34riftuorometty^ 

2,6-difiuoro-4-[3-(3-cyano-4-methylpheny1)-5KM 

2,6-difluoro^-[3-(4-cyano-3-methylphenyl)-^ 

2,6-difluoro-4-t3-(3-cyanophenyl)-5-difluoromethylisoxazol-4-yl]benezenesutfonamide; 

2 1 6-difluoro-4-[3-(4-cyanophenyl)-5-difluorometby!isoxazol^-ynbenezenesulfonamide; 

2,6-dif)uoro-4-[3-(3-chloro^-methoxyphenyl)^ 

2,6-difluoro-4-[3-(4-chloro-3-methoxyphe^ 

2,6-difluoro-4-[3-(2-methylpyridin^-yl^ 

2 l 6-dif!uoro^-[3-(2-methy!thiazoM-yf)-5-dff^^ 

2,6-difluoro-4<3-(4-methylthiazo1-2-yl)-5-diflu^ 

2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(2-methylpyridin-3-yl)-5-difluoromethylisoxazol-4-yi]benezenesulfonamide; 

2 t 6-difluoro-443-(3-pyridinyl)-5-difluoromethylisoxazo!-4-yl]beneienesulfonamide; 

2,6-difluoro-443-(5-methylpyridin-3-yl)-5-difl^^ 

2,6<Jifluoro-443-(2-methylpyridin-3-yl)-5-ditt^ 

3-phenyl-4-f3,5-difluoro^-(rnethylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-chlorophenyl)~4^3,5-difluoro-4-(mett^^ 

3-(4-chlorophenyl)-4-[3,5-difluoro^^ 

3-(3-bromophenyl)-4-[3,5-difluoro-4-(methyisutfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(4-bromopheny!)-4-[3,5-difluoro-4"(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-fluorophenyl)-443,5-difluoro^-(methy!sulfonyl)phenyI]-5-hydroxymethylisoxazole; 

3-(4-fluorophenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-methylphenyl)-4-[3,5-difluoro>4-(methylsuIfonyl)phenyl]- 5-hydroxymethylisoxazole; 

3-(4-methyIphenyl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3"Cyanophenyt)-4-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethyiisoxazolei 

3-(4-c^anophenyl)-4-l3,5-difluoro-4-(methylsulfonyl)phenylJ-5>hydroxymethylisoxaz 

3-(3-trifluoromethylphenyO-4-[33-diflu^^ 

3-(4-tririuoromethytphenyl)^-[3.5-difluoro-4-(methylsuronyl)phenyl)-5-hydroxym 

3-(3^rifiuoromethoxyphenyl)-4-[3.5-difluoro^ 

3-(4-lrifluoromelhoxyphenyl)-4-[3.5-diriuoro^^ 

3-(3.4-dich!crcpheny!)-4-[3,5-dif'uoro-4-(methylsulfonyl)phenyl]o-hydroxymethylisoxazole; 

3-(3.4-dibromophenyl)-4-[3.5-difluoro-4-(methy!sulfony )phenyi]-5-hydroxymethyiisoxazole; 

3-(3.4-difluorophenyl)-4-[3,5-difluoro^-(methylsulfonyt;phenyi]-5-hydroxymethylisoxazole; 

3-(3.5-dichiorophenyl)-4-[3,5-difluoro-4-{methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3 : 5-dibromophcnyl)-4-f3.5-dif!uoro-4-(methylsutfony )phenyl)-5-hydroxymethylisoxazote; 

3-(3.5-difluorophenyl)-4-[3,5-difluoro^-(methylsutfonyl)phenyl)-5-hydroxymethyli 

3-(3.4-dimethylphenyl)^-[3 ; 5-difluoro-4-(m 

3-(3.5-dimethylpheny])^-[3,5-dffluoro^-(methyte^^ 

3-(3-methyl-4^htorophenyl)-4-[3,5^ifluoro^ 

3-(4-methyl-3^hlorophenyl)-4-[3,5^ 

3-(3-methyW-fluorophenylM^3,5<iifl^ 
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3-(4-methyl-3-fluorophenyl)^-[3 f 5-difluoro 

S-^-methyl^-bromophenyl^-^S-difluoro^ 

3-(4-methyl-3-bromophenyl)-4-[3 ; 5-di^ 

3-(3-methyl-4-trifluoromethyiphenyl)-4^ 

3-(4-methyl-3-trifluoromethylphenylW^ 

3-(3-methyl«4-trifluoromethoxyphenyl)-4-[3^ 

3-(4-methyi-3-trifiuoromethoxyphenyl)-4^^ 

S-^-cyano^methylphenylM-^S-difluoro 

3-(4-cyano-3-methylphenyl)-4-[35-dift^^ 

3-(3-chloro-4-methoxyphenylM-[3 ; 5-d^^ 

3-(4-chloro-3-methoxyphenyl)-4-[3 s 5-difluo^ 

3-(2-methylpyridin-6-yl)-4-[3,5-difluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethy^ 

3-(2-methyithiazo!-4-yl)-4-[3,5-difiuoro 

3-(4-methylthiazol-2-yl)-4-[3,5-dif!uoro^ 

3-(2-methy!pyridin-3-yl)-4-[3,5-difluoro-4^ 

3-(2-methylpyridin-3-yl)-4-[3 f 5-difiuoro-4-(^^ 

3-(3-pyridinyl)-4-[3 s 5-difiuoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(5-methyipyridin-3-yl)«4-[3.5-difluoro-4-(m^ 

3-(2-methyipyridin-3-yl)-4-[3.5-difluoro-4-(m 

3-cyclohexyi^^3,5-difluoro-4-(methylsulfonyI)pheny!]-5-hydroxyrnethylisoxazo!e; 
S-cyclopentyM-p^-difluoro^-fmethyisuK^^ 

3-phenyl-4-[3 f 5-difluoro^-(methytsuJfonyl)phenylJ-5-fluoromethylisoxazole; 

3-(3-chlorophenyl)^^3,5-difluoro-4-(methylsulfonyl)phenyl]-5-fluororrothylisoxazole^ 

3-(4-chlorophenyl)^3,5<lifluoro^-(methylsutfo^ 

3-(3-bromophenyl)^^3,5-dinuoro^-(methy1sutfonyl)phenyI]-5-fluoromBthylisoxazole; 

3-(4-bromophenyl)^-[3,5-difluoro^-(methylsu^ 

3-(3-fluorophenyl)^-[3£-difluoro^-(methylsutf^^ 

3-(4-fluorophenyl)^-[3 f 5-difluoro^-(methyisulfonyl)phenylJ-5-fluoromethy!isoxazole; 

3-(3-methylphenyl)-4-[3,5-difluoro-4-(methylsutfonyl)phenyl]-5-fluoromethyn 

3-(4-methylphenyl)-4-[3,5-difluoro^-(metW 

3-(3-cyanophenyl)^-t3,5-difluoro^-(methylsulfonyl)phenyl]-54luoromethylisoxazole; 

3-(4<^anophenyl)^3,5-difluoro^-(methylsulfonyl)phonyl]-5-fluoromethylisoxaz^ 

3-(34rifluoromethylphenylM-[3,5-difl^ 

3-(44rifluoromethylphenyl)^-[3,5-difluoro^-(methylsuIfonyi)phenyI]-54luoromethylis 
3-(3-triftuoromethoxyphenyfM-[3 : 5^^ 

3-(4-trifluoromethoxyphenyl)^-[3,5-difluoro-4-(methylsulfonyl)phenyI]-5-fluorom 

3-(3,4-dichlorophenyl)-4-[3,5^ifiuoro-4-(m 

3-(3,4-dibromophenyl)-4-[3.5<fiflu^^ 

3-(3 } 4-dif!uorophenyl)-4-[3,5-difluoro-4-(^^ 

S-^S^IichlorophenylH-tS.S^Iffluoro^^ 

S-^S-dibromophenylH-^.S-difiuoro^methyte^^^ 

3-(3.5-difluorophenyl)-4-[3,5-difluoro-4-^^ 

S-tS^-dimethylphenyO^^S.S-difluoro^-tmethylsulfonyOphenylJ-S-nuoromethylisoxazole; 
3-(3,5-dimethylphenylM-[3 ; 5-difluoro-4-(m^ 
S-^-methyW^hlorophenylM-IS^ifluo^ 
3-(4-methyl-3<:hloropheny0^-[3>dmuoro^ 

3-(3-melhyl-441uorophenyl)-443,5-difluoro^-(melhylsulfonyl)phenyl]-5-fluoromethyli^ 

3-(4-methyf-3-fluorophenylM-[3 ? 5^^ 

S-p-methyl^-bromophenylJ^S^ifluoro^ 

3-(4-methyl-3-bromophenyl)-4-[3,5<lifIuoro^ 

3-(3-methyl-44rifluoromethylpheny^^ 

3-(4-methyl-3-trffiuoromcthylphenyl)-4^ 

3-(3-methyl-4-trifluoromethoxyphe^ 

3-(4-methyl-34rifluoromethoxyphenyiM-^ 

3-(3<yano-4-methylphenylM-[33-diflu^^ 

3-(4<^ano-3-methylphenylM{3 r 5-dmuoro^^^ 

3-(3-chloro^-methoxyphenyl)-4-f3 f 5-difiuoro-4-(methyisuifonyl)phenyI] 5-fiuoromethylisoxazole; 
3-{4^hloro-3<nethoxyphenylM-[3,5-difluoro^ 
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3-(2-methylpyridin-6-y1)-4-^ 
3-(2-methylthiazoM-yl)-4-[3.5-difl^ 
3-(4-methylthiazol-2-yl)-4-[3^ 
3-(2-methylpyridin-3-yl)-4-[3,5-difluo^^ 

3-(2-methylpyridin-3-yi)-4-f3 1 5-diftuoro-4-(methylsulfonyl)phenyl]-5-fluoromethyiis^^ 
3-(3-pyridinyl)-4-[3,5-difluoro-4-(methylsuifonyl)phenylJ-5-fluoromethylisoxa2ole; 
3-(R-methylpyridin-3-yl)-443.5-difluofo-4-(methylsulfonyl)phenyl]-54luorom 
3-(2-methylpyridin-3-yl)-4-[3^ 

S-cyclohexyW-tS.S^ifluoro^-tmethylsulfonyOphenylJ-S-fluoromethylisoxazole; 

3-cyclnnftnty!-4-p_5.riifhioro-4-(methylsulfonyl)pheny!]-5-fluoromethyiisoxa 

3-pheny!-4-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazoie; 

3-(3-chloro-5-methylphenyl)-4-t3,5-difluoro-4-(methyisulfonyl)phenyl]-5-difluo 

3-(3-fluoro-5-methylphenyl)-4-[3 f 5-difluo^ 

3-(3^hlorophenyl)-4{3,5-difluoro-4^^ 

3-(4-chlorophenyl)-4^3 i 5<Jifluoro-4-(methylsulfonyl)pheny!]-5-difluoromethylisoxazo 
3-(3-bromophenyl)-4-[3 t 5<lifluoro-^ 

3-(4-bromophenyl)-4-[3,5-difluorO"4-(methylsulfonyl)phenyl]-5-drfluoromethyN 
3 - (3 , 5-dif I uorop heny l)-4^3 ,5-^ 

3-(4-fluorophe|nyl)^43 l 5-dinuoro^-(methylsulfonyl)phenyl]-5-difluoromemy^ 

3-(4-methylphenyl)-4^3,5-difluoro^^methylsulfonyl)phenyl]-5-difluoromethyH 

3-(3-methylphenyl)-4^3,5-dffluoro-4^m^^ 

3-(3-bromo-5-methylphenyl)^-[3,5^ 

3-(3Adichloropheny!)^3,5-difluoro^ 

3-(3,4-dibromophenylM^3.5-difluoro^^^ 

3-(3AdifluorophGnyl)^3,5-difluoft>^-(m©thylsulfonyl)phenyl]-5-din 

S-vS.u-dichiGrcphenylJ^S.S-difl^ 

3-(3,5-dibromophenyl)^3,5-dmuoro^-(^ 

3-(3,5-dffiuorophenyl)^43,5<lifluor^ 

3«(3-ch!oro^-fluorophenylM-[3,5-dffluo 

3-(3-chloro^^iethylphenyl)-4^ 

3-(3-bromo^-methylpheny0-4^3,5^ifluoro 

3-(3,5-dffluoro^-methylpheny0^-[3^ 

3-(3,4-dimethylphenyl)^3,5-difluoro^(methylsuIfonyl)phenyl)-5-difiuoromethy 

3-(4-trifluoromethoxyphenyiM-[3,5-^^^ 

3-(3-methyM4rifluoromethoxyphe^^^ 

3-<4-methyl-3-trffluoromethox^ 

3-(3-methyl-44rifluorometto^ 

3-(4-methyl-34rifluoromethoxyphe^ 

3-(3^ano-4-methylphenyl)^-[3 5 5-difluoro-4-(methylsulfonyl)phenyl]-5-dffluorom 
3-(4-cyano-3-methylphenylM-[3 s 5-dif^ 

S-tS-cyanophenylJ^-fS.S-difluoro^-tmethylsulfonyOphenyll-S-drfluoromethylisoxazole^ 
3-(4-cyanophenyl)^^3,5-dmuoro^-(methylsu!fonyl)phenyl]-5-dlfluoromethylisoxazole; 
3-(3-ch!oro^-methoxyphenylM-[3,5-dffl^^ 

3-(4-chloro-3-methoxyphenyl)^-[3 ! 5-difluoro^-(methylsulfonyl)phenyll-5-difluorom 
3-(2-methylpyridin-6-yl)-4-[3,5-dm^ 

3-(2-methylthlazoM-ylM-[3,5-difluo^ 

3-(4-melhyllhiazol-2-yl)-4-[3,5-difluoro^ 

3-(2-methylpyridin-3-yl)w*-[3,5^ 

3-(2-methylpyridin-3-ylM-[3>difluo^ 

3-(3-pyridinyl)-4-[3,5<!ifluoro-4^ 

3-(5-methylpyridin-3-yl)-4-[3,5<lffluoro^ 

3-(2-methylpyrkiin-3-ylM-^ 

3-cycfohexyM-[3 t 5<(ifluoro-4-{methylsu!fonyl)phenyl]-5-drfluoromGthyiisoxa2ole 
3^clopentyM<3,5KiifliK>ro^-(me^^^ 

S-phenyM-fS.S-difluoro^methylsulfonyOphenylJ-S-methylisoxazole; 

3-(3-chlorophenyl)^^3,5^ifluoro-4-(methylsu»fonyf)phenyl]-5-methylisoxazole; 
3-(4-chtorophenyl)-4^3,5^ifluo^ 

3-(3^romophenyl)-4-[3.5KJifluoro^-(^^ 
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3-(4-bromophenyi)-4-[3 ; 5-difluoro-4-(methylsulfonyl)phenyl]-5-rnethylisoxa7o!e; 

3-(34luorophenyl)^-[3,5-difluoro-4-(rnethylsulfonyl)phenyl]-5-methyIisoxa2ole; 

3-(4-fiuorophenylH-[3 ; b-difluoro-4-(methylsulfonyl)pheny!]-5-methyiisoxazole; 

37(3-methylphenyl)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-5-methy!isoxa2ole; 

3-(4-methylphenyl)-4-r3,5-difluoro-4-(methylsulfonyl)phenyll-5-methyiisoxazole; 

3-(3-c^anophenyi)^-t3 f 5-difluoro^-(methylsulfonyl)phenyi]-5-methylisoxazole; 

S-^-c^anophenylJ^-p^-difluoro^-tmethylsulfonylJphenyiJ-S-methylisoxazole; 

3-(3-trifluoromethylphenyl)-4r[3 s 5-difJuoro-4-(methyisulfonyl)phenyl|-5-methyliso 

3-(4-trifluoromethyiphenyl)^-[3 ! 5-difluoro-4-(methylsulfonyl)phenyl]-5-methyNsoxazol^ 

3-(34rifluoromethoxyphenyl)-4-[3.5-dift^^ 

3-(4-trifluorome"thoxyphenyl)^-[3.5^ 

3-(3,4-dichlorophenyl)-4-[3 f 5-difluoro-4-(methyIsulfonyl)phenyl]-5-methylisoxazole; 

3-(3 ( 4-dibromophenyl)-4-[3,5-difluoro-4-(methylsultonyl)phenyl]- 5-methylisoxazole; 

3-(3,4-difluorophenyl)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-5-methylisbxa20le; 

3-(3 f 5-dichlorophenyi)-4-l3,5-difluoro-4-(methylsultony!)phenyl]-5-methylisoxazo[e: 

3-(3,5-dibromophenyl)-4-(3,5-difluorp-4-(methylsuffonyl)phenyl]-5-methyiisoxazole; 

3-(3 t 5-dlfluorophenyl)-4-[3 t 5-difluoro^-{methylsulfonyl)phenyi].-5-methylisoxa20le; 

3-(3,4-dlmethylphenyl)^-[3,5<llfluoro^ 

3-(34dimethylphenyl)^-[35-difluoro^ 

3-(3-methyl-4^hlorophenyl)-4^3 t 5-difluo^ 

3-(4-methyl-3K;hlorophenyi)-4-[3 I 5-difluoro-4-(methylsulfonyl)pheny!]-5-methylisoxa2ole; 

3-(3-methyM-fluorophenyl)^3,5-difluoro-4-(^ 

3-(4-methyl-3-fluorophenyl)^3 t 5-difluoro^-(me 

3-(3-methyM4jfomophenyl)^-[3,5-difluoro-4«(^^ 

3-(4-methyl-3-bromophenyl)^-[3,5-difIuoro 

3-(3-methyl^trlfJuoromethylphenyl)^-[3,5-ditluoro-4-(methylsulfonyl)pheny 

3-(4-methyl-34rifluoromethylphenyl)^^^ 

3-(3-methyW-trifluoromethoxyphenyl)-4-[3,5-difl^^ 

3-(4-methyl-3-triftuoromethoxyphenyl)-4-p^ 

3-(3-c^ano^-methylphenyl)^-[3,5-dif^ 

3-(4-cyano-3-methylphenyl)^3,5-difluoro-4-(mett^^ 

3-(3-chloro^-methoxyphenyl)-4-[3,5-difluoi^ 

3-(4-chloro-3-methoxyphenyl)^-f3,5-difluoit^ 

3-(2<nethylpyridin^-yl)-4-[3,5<iifluoro-4-(m 

3-(2-methylthiazoM-yl)-4-p,5-difl^ 

3-(4-methylthiazol-2-y!)-4-[3 ? 5-difluoro-4-(m 

3-(2-methylpyridin-3-yl)-4-[3 J 5-difluoro-4-(methylsulfonyl)phenyl]-5HTiethyiis^o^ 
3-(2-methylpyridin-3-yl)-4-[3 ! 5-difluoro*4-(methylsuifonyl)phe'iyl] -5-methylisoxazole: 
3-(3-pyridinyl)-4-[3,5-difluoro-4-(methylsuJfonyl)phenyi]-5-me:nylisoxazole; 
S-^-methylpyridin-S-yl^-^S^Iifluoro^^ 
3-(2-methylpyridin-3-yl)-4-[3,5-difluoro-4-(^ 

3-cyclohexyl-4-[3,5-difluoro-4-(methy!sulfonyl)phenyl)-5-methylisoxazole; 

3-cyclopentyl-4-[3,5-difluoro-4-(nnethylsulfonyt)phenyl]-5-metnylisoxazole: 

2 ! 6-difluoro-4-[3-pheny1-5-hydroxymethylisoxazol«4-yl]benezenesulfonamide: 

2,6-dlfluoro-4-[3-(3-chlorophenyI)-5-hydroxymethyjisoxazol-4-yl]benezenesulfonamide; 

2 f 6<llfluoro-4-[3-(4^hlorophenyl)-5-hydroxymethylisoxazol-4-yl]bene2enesulfonamide; 

2 : 6-difiuoro-4-[3-(3-bromophenyl)-5-hydroxymethynsoxazol-4.y|jbenezenesulfonamide; 

2 } 6-difluoro-4-[3-(4-bromophenyi)-5-hydroxymethylisoxazol-4-ynbenezenesu!fonamid9; 

Z^^iMUoro^-^-fS-fluorophenyO-S-hydroxymethylisoxazol^-yllbenezenesuifonamiae, 

2,6^ifluoro-4-[3-(4-fluorophenyl)-5-hydroxymelhylisoxazol-4-y!]benezenesutfonaniide; 

2,6^ifluoro-4^3^3^ethylphenyi)-5-hydrDxymethylisoxa2ol-4-yl]benezenesulfonamtde; 

2.6<iifluoro^-{3^4-mcthylphonyl)-5-hydroxymcthylisoxazol-4-y|]benezenesulfonamide; 

2,6<itfluoro^-{3^3^yanophenyl)-54iydroxymet^ 

2 t 6^ifluoro^-t3-(4-^anophenyl)-5-hydroxymethylisoxazol^-yl]benezenesulfonamide; 

2 f 6<Tiftuoro^^3^3^rifluoromethytphenyl)-5^ 

2,6^ifluoro-4^3-(4-trifluordmethylpheny^^ 

2,6-difkK)ro^43K34rifluoromethoxyphenyl)-5-hydroxymethylsoxa7oM-yl]be 
2.6Kiifluoro^^3^44rifluorometho)cypheayl)-5-hydroxyme 
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2,6-difluoro-4-[3-(3,4-dichlorophenyl)-5-hydro^ 
2.6-difluoro-4-[3-(3.4-dibromophenyl)-5-hy^ 

2^6-difluoro-4-[3-(3.4-difIuorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 

2.6-difluoro-443-(3,5-dichiorophenyl)-5-hydroxymethylisoxa2ol-4-yQbenezenesulfonamide; 

2.6-difluoro-4-f3-(3 l 5-dibromophenyl)-5-hydrra^ 

2.6-difluoro-4-[3-(3 t 5-difluorophenyI)-5-hydroxymethylisoxa2ol-4-yl]bene2enesulfonamide; 

2 : 6-difluoro-4-[3-(3,4-dimethylphenyl)-5-hydro^ 

2 r 6-difluoro-4-[3-(3,5-dimethylphenyl)-5-hydro^ 

2!6-difluoro-4-[3-(3-methyl-4-chlorophenyl)-5-hydroxymethylisoxazol-4-yl)benezenesulfona 

2 ; 6-ditluoro-A-[3-(4-methyl-3-chlorophenyl)-5-hydroxymethylisoxazol-4-y^ 

2.6-difluoro-4-t3-(3-methyl-4-fluorophenyl)-5-hydroxymethyiisoxazol-4-yl]benezenesulfonam 

2 : 6-difluoro-4-[3-(4-methyl-3-fluorophenyl)-5-ty^ 

2,6-difluoro-4-[3-(3-methyl-4«bromophenyl)-5-hy^^^ 

2 ? 6-difluoro-4-[3-(4-methyl-3-bromophenyl)-5^ 

2,6-difluoro-4H3-(3-methyl-4-trifluorom 

2,6-diflgoro-4-[3-(4-methyl-3-trifluorom 

2 f 6-difluoro-4-[3-(3-methyl-4-trifluoromethoxyphenyl)-5-hydroxymethylisoxazoW 
2,6-difluoro-4-[3-(4-methyl-3-trifluorometh^ 

^^-diriuoro^-fS-tS-cyano^-meihylphenyO-S hydroxymelhylisoxazol-4-yl]benezenesulfpnamide; 
2,6-difluoro-4-[3-(4-cyano-3-methylphenyl)-5-ty^ 
2 t 6-difluoro-4-[3-(3-chloro-4-methoxypte^ 
2,6<Jifluoro-4-[3-(4-chloro-3-methoxyphe^ 

2 1 6-difluoro^-[3-(2-methylpyridin-6-yl)-5-hydroxymethylisoxazol-4-yl]bene2enesulfo 
2,6<lifluoro^i3-(2HTicthylthia2ol^-yt^ 

2,6-difluoro^43-(4-methylthiazol-2-y0 

2,6-difluoro^-[3-(2-methylpyridin-3-yl)-5-ty^ 

2,6<iifluoro-4-[3-(2-methy!pyridm-3-yiV^ 

2,6-difluoro-4-[3-(3-pyridinyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(5-methylpyridin-3-yl)-5-hydro 

2,6-difluoro-4^3-(2-methylpyridin-3-yl)-5-h^^ 

2 ; 6-difluoro-4-[3-phenyN5'5-methylisoxa2o!-4-yl]bene2enesulfonamide; 

2,6-difluoro-4-[3-(3-chlorophenyl)-5-methyiisoxa2ol-4-yQbene2enesulfonarnide; 

2.6-difluoro-4-f3-(4-chlorophenyl)-5-methy!isoxazol-4-yIlbenezenesulfonamide; 

2 ! 6-difluoro-4-[3-(3-bromophenyi)-5-methylisoxa^ol-4-y!]benezenesulfonamide; 

2.6-difluoro-4«[3-(4-bromophenyl)-5-methylisoxa2ol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(3-fluorophenyl)-5-methylisoxa2ol-4-yl]benezenesu!fonamide; 

2.6-difluoro-4-[3-(4-fluorophenyl)-5-methylisoxazoM-ylJbenezenesulfonamide; 

2 ; 6-difluoro-4-[3-(3-methylphenyl)-5-methylisoxazol-4-yl)bene2enesulfonarTiide; 

2 ; 6-difluoro-4^3-(4-methyiphenyl)-5-methylisoxazoU-yl]benezenesulfonamide; 

2.6-difiuoro-4-[3-(3-cyanophenyl)-5-methylisoxa20l-4-yl]benezenesulfonamide; 

2 : 6-difluoro-4-(3-(4-cyanophenyl)-5-methy!isoxa20l-4-yl]benezenesulfonamide; 

2 ! 6-difluoro-4'[3-(3-tnfluoromethylphenyl)-5-methyiisoxazol-4-yl]benezenesulfonamide; 

2,6-difiuoro-443-(4-trifluoromethylphenyl)-5-methylisoxa2oM-yl]benezenesulfonamide; 

2 ? 6-difluoro-4-[3-(3-trifluoromethoxyphenyl)-5-methylisoxazol»4-yl)bene2enesulfonamide; 

2 i 6-difluoro-4-[3-(4-trifluoromethoxyphenyi)-5-methylisoxa20l-4-yl]benezenesu!fonamide; 

2,6-difluoro-4-l3-(3 f 4-dichlorophenyl)-5-methylisoxazol-4-yl]benezenesultonamide; 

2.6-difluoro-4-[3-(3,4-dibromophenyl)-5-methylisoxa2ol-4-yl]benezenesulfonamide; 

2.8-dif!uoro-4-[3-(3,^-difluorophenyl)-5^ethylisoxazoW-yI]benezenesulfonarnide; 

2.6-difluoro-4-[3-(3,5-dichloropheny1)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ; 6-difluoro-4-[3-(3,5-dibromophenyl)-5-methylisoxa20f-4-yl]benezenesulfonamide; 

2.6-difluoro-4-[3-(3,5-difluorophenyI)-5-methylisoxe^ol^-yl]bene2enesulfonamide; 

2 t 6-dif!uoro*4^3-(3,4-dimethylphenyl)-5-methylisoxazol-4-yllbene2cncsuffonamide; 

2.6-difluoro^-[3-(3 t 5-dimethylphenyl)-5-methylisoxa2ol^-yllbenezenesulfonamide; 

2,6-difluoro-4-[3-(3-methyl-4^hlorophenyl)-5^ 

2,6^ifiuoro-4^3-(4-methyl-3^!orophe 

2 t 6<lifluoro^-[3-(3-methyW-fluorophenyO 

2,6^ifluoro^-(3-(4HTiethyl-3-fluoropheny1^^^ 

2.6KJifluoro^^3-(3-methy!-4^romophenyl)-5HTiethylisoxa2oM-y!]bene2enesu1fonamkte 
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2.6-difluoro-4-[3-(4-methy!-3-bro^ 

2,6-difluoro-4-[3-(3-methyl-4-trifluorom 

2,6<lifluoro-4-[3-(4-methyl-3-tri^ 

2.6-difluoro-443-(3-methyl-44rifluoromethoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide 
2.6-difluoro-4^-(4-methy1-3-trifluoro^ 

2^6-difluoro-4<3-(3^yano-4-methylphenyI)-5-methylisoxazol-4-yl]benezenesuifonamide; 

2,6-difluoro-4-[3-(4^yano-3-methy!phenyl)-5-methyiisoxazol-4-y!]ben9zenesu!fonamide; 

2!6-difluoro-4<3-(3-chloro-4-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesutfonam 

2.6-difluoro-4-[3-(4-chlorot3-methoxyphenyl)-5-methylisoxazol-4-yi)benezenesulfonam^ 

2 6-difluoro-4-[3-(2-methy!pyrld!n-6-y!)-5-rnethyi!soxazo!-4-yi)b9n 

2 J 6-difluoro-4-[3-(2-methy!thiazol-4-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(4-methylthiazoi-2-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-difluoro-4-[3-(2-methyipyridjn-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2 ! 6-difluoro-4-[3-(2-methylpyridin-3-y!)-5-methy!isoxazol-4-yl]benezenesu1fonamide; 

2,6^ifluoro^-l3-(3-pyridinyt)-5-methylisoxazol-4-ylJbenezenesulfonamide; 

2 f 6-difluoro-4-[3-(5-methyipyridin-3-yl)-5-methylisoxazol-4-yl]benezenesutfonamide; 

2,6-difluoro-443H2-methylpyridin-3-yl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,6-dmuoro-4-[3-phenyl-5-tfifluoromethyilsoxazol-4-yl]benezeriesulfonamide; 

2,6-difluoro-4-[3-(3-chlorophenyl)-5-trif^ 

2,6-difluoro-4-[3-(4-chlorophenyO-5-W^ 

2 f 6-difluoro-4^3-(3-bromophenyl)"5-trifluoromethyHsoxazol-4-yl]benezenesulfonamidei 

2 t 6-difluoro-4H3-(4-bromophenyl)-5-trifluoro 

2,6-difluoro^-[3-(3-fiuorophenyl)-5-trifl^ 

2,6-difluoro-4^3-(4-fluorophenyl)-5-^^ 

2,6-difluoro^43-(3-methylpheny?)-54rifluorom 

2,6-difluoro-443-(4HT»ethylphenyl)-54rifIuoromethylisoxazoi-4-yi]b 

2,6-difluoro^-[3-(3^anophenyl)-54rifIuoromethylisoxazol-4-yl]benezenesulfonamid 

2 l 6-difluoro^-[3-(4-cyanophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 t 6-difluoro^-[3-(3-trifluqromethyl^^ 

2,6-difluoro-4-[3-(4-trifluorome^ 

2 t 6-difluoro-4-[3-(3-trifluoromethoxyphe^ 

2,6<Tifiuoro-4-[3-(44rifluoromethoxyp 

2,6-difiuoro-4-f3-(3,4-dichiorophenyl)-5^ 

2,6-difluoro-4-[3-(3,4<libromophenyl)-5^^ 

2,6-difluoro-4-[3-(3,4-difluoropheny^ 

2,6-difluoro-4^3-(3 1 5-dichlorophenyl)-5-trifluoromethylisoxazol*4-yl]benezenesulfonami 
2 t 6"difluoro-4-[3-(3 t 5-dibromophenyl)-5-trifluoromethyHsoxazol-4-ylJbenezenesulfonam 
2'6-difluoro-4-[3-(3,5-difIuorophenyi)-5^^^ 

2.6-difluoro«4-[3-(3,4-dimethylphenyi)-5-trifluoromethylisoxazoi-4-yl]benezenesulfon 

2,6-difluoro-4-[3-(3,5-dimethylpheny^^ 

2^6-difluoro-4-[3-(3-methyi-4<:h!oroph^^ 

2^6<lifluoro-4-[3-(4-methyl-3K;hlorophe^^ 

2,6<iifluoro-443-(3-methyl-4-fluoropheny^^ 

2.6<iifluoro-4-[3-(4-methyl-3-fluorophe^ 

2.6-difluoro-4-[3-(3-methyl-4-bromoph 

2,6^3 if luoro-4-[3-(4-methyl-3-bromophenyO 

2!6-diriuoro-4^3-(3-melhyl-44rinuoromethy[ph^^ 

2.6-difluoro-4 [3-M-methy!-3-trifluoromethyipheny^ 

2 ! 6-difluoro-4-[3-(3-methyl-4-trifl^^ 

2^ifluoro-4-[3-(4-methylO-trifluoro^ 

2.6-difluoro-4-f3-(3-cyano-4-methylphenyl)-5^^ 

2,6<iifiuoro-4^3-(4^yano-3-mcthylphcnyl)-5-t^ 

2 f 6-difluoro-4^3-(3-chloro-4-methoxypheny!)-5^^ 

2,6-difluoro-4-[3-(4^hloro-3-metho^ 

2,6^ifluoro-443-(2-methylpyridin^-yI)-5^ 

2.6-difluoro-4-[3-(2-methylthiazoM-yt)-5-^ 

2,6^ifluoro^-[3-(4-methy!thiazol-2-yl^ 

2,6-difluoro-443-(2-methyipyridin-3-yi)-54rifiuoromethylisoxazoM-yllbenezenesulfon ' 
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: 2,6-difluoro-4-[3-(2-methylpyri^ 
2,6-difluoro-4-[3-(3-pyridinyl)-5^ 
2,6<Jifluoro-4-[3-(5-methylpyridin-3-yO 

2,6-difluoro-4-[3-(2-methylpyridin-3-yt)-5-trifluoromethylisoxazol-4-ylJbene2enesulfonamide; 

2,5-d(fluoro-4-f3-phenyl-5-fluoromethylisoxa2ol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-ch!orophenyl)-5-fluoromethylisoxazol-4-yl]benezenesuffonamide; 

2,5-aitiuoro-4-[3-(4-chiorophenyl)*5-fluoromethylisoxazol-4-yi]benezenesuiionami^ 

2,5-difluoro-4-[3-(3-bromophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-bromophenyl)-5-fluoromethylisoxazol*4-yl]benezenesu!fonamide; 

2,b<iiriuoro-4-[3-(3-fluorophenyi)-5-fluo^ 

2,5-djfluoro-4-[3-(4-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesutfonarnide; 

2,5-difluoro-4-[3-(3-methylphenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 t 5-difluoro-4-[3-(4-methylphenyl)-5-fluoromethylisoxazol-4-ylJbenezenesulfonamide; 

2 l 5-difluoro-4-[3-(3-cyanophenyl)-5-fluoromethylisoxazo!-4-yi]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-cyanophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2 1 5-difluoro-4-[3-(3-trifluoromethylpheny!)-5-fluoromethylisoxazol-4-yI]benezenesulfon 

2,5<iifiuoro-4-[3-(4-tiifluoromethy^ 

2,5-dlfluoro-4-[3-(3-trifluofomethoxyphenyl)-5-fluoromethyiisoxazol-4-^^ 

2 l 5-diMuoro-4-[3-(4-trifluoromethoxy£^ 

2,5<lifluoro-4-[3-(3,4-dichlorophenyi)-5^^ 

2,5-difluoro-4-t3-(3 I 4-dibromophenyl)-54luoromethyljsoxazoM-yl]benezenesulfonamide 
2 l 5-dif!uoro-4-[3-(3,4-difluorophenyl)-5-flu^ 

2,5-difluoro^-[3-(3,5-dichlorophenyl)-5-fluoromethylisoxazoW-yl]benezenesulfonam 
2,5-dif!uoro-4^3-(3 f 5*dibromophcnyl)-54luoromethylisoxazol-4-yl]benezenesu!fonam 
2,5^ifluoro-4-[3-(3,5<lffluorophenyl)-5-fluo 

2,5-difluoro-4^3-(3,4-dimethylphenyl)-5-fluorom©thylisoxazoM-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(3,5-dimethylpheny^ 

2,5<lifluoro-4-[3-(3-methyl-4<:hloroph^ 

2,5-difluoro-4-[3-(4-methyl-3K:hlorophe^^ 

2.5-difiuoro-4-[3-(3-methyl-4-fluorophenyl)-5-fluoromethylisoxazol-4-yl)benezenesulfon 

2,5-difluoro-4-[3-(4-methyI-3-fluorophenyl)-5-fluoromethylisoxazol-4-yl]benezenesulfonam 

2,5-dinuoro-443-(3-methyM4Drom 

2,5<lifluoro-4-f3-(4-methyl-3-bromophe^^ 

2,5-dmuoro^-[3-(3-methyM4rifluorom 

2,5-difIuoro-4-[3-(4-methyi-3-trifluoromethylphenyl)-5-fluoromethylisoxaz 

2,5<nfiuoro-4-[3-(3-methyl-4-trifluoro^ 

2,5-difluoro-4-[3-(4-methyl-3-trifto^ 

2,5<lifluoro-4-[3-(3-cyano-4-methylpheny^ 

2,5<iifluoro-4-[3-(4-cyaho-3-methylphen^^^ 

2.5-difluoro-4-[3-(3-chloro-4-methoxyphe^^ 

2,5-difluoro-4~[3-(4^hloix>-3-methoxyphenyl)-5-fluoromethyiisoxazol-4-yl]benezenesulfona 
2,5-difluoro-4-[3-(2-methylpyridin-^ 

2,5-difluoro-443-(2-methylthiazoM-yi)-5-ftuoromethylisoxazol-4-yl]benezenesutfonamide; 
2,5<lifluoro-4-[3-(4-methylthiazol-2-yl)-5^^ 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol^-yl]benezenesutfonam 
2,5<lifluoro-4^3-(2-methylpyridin-3-yl)-5^^ 

2,5-diriuoro-4-[3-(3-pyridinyl)-5-riuoromethylisoxazol-4-yl]benezenesulfonamide; 
2,5<lifluoro^-[3-(5-methylpyridin-3-yl)-5-fluo^ 

2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-fluoromethylisoxazol^-yl]benezenesulfonamide; 

2,5-dlfluoro-4-t3-cyclohexyl-5-f1uoromethylisoxazoM-yl)benezenesulfonarTiide; 

2 f 5-dif!uoro-4-[3-cyclopentyl-5-fluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro^'[3-phenyl-5-difluoromGthylisoxazol-4*yl]bcnGZoncsulfonamide; 

2.5-difluoro-4-[3-(3-chloro-5-methylpheny^ 

2,5-difluoro-4-[3-(3-flu9ro-5-methylpheny^ 

2 t 5-difluoro-4-[3-(3^hlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-chlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonam"i^ 

2,5-difluoro-4-[3-(3-brorm>ph^ 

2,5-difluoro-4^3-(4-bromophenyl)-5-difluoromethylisoxazoM-yl]benezenesulfonajTiide; 
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2 : 5-difluoro-4-[3-(3-fluorophenyl)-5-difluoromethylisoxa7ol-4-yl)bene7enesulfonamide; 

2 ; 5-difluoro-4-[3-(4-fluorophenyl)>5'difluoromethylisoxazol-4-yl]benezenesulfonamide; 

23-difluoro-4-[3-(4-methylphenyl)-5-difluoromethylisoxa2oi-4-yl]bene2enesulfonamide; 

2.5-difluoro-4-(3-(3-nnethylphenyl)-5-difluoromethylisoxazol-4-yi]bene2enesulfonamide; 

23-difluoro-4-f3-(3-bromo-5-methylphenyl)-5-difluoromethy)isoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(3,4-dichlorophenyl^ 

2.5-difluoro-4-[3-(3.4-dibromopheny!)-5-difluoromethylisoxazoI-4-yllbenezenesulfonamide: 

2.5-difluoro-4^3-(3,4-dif!uorophenyl)-5-difluoromethylisoxazol-4-y}]benezenesulfona 

2 ! 5-difluoro-4-[3-(3 ? 5-dichlorophenyl)-5-difluoromethylisoxazol-4-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(3,5-dibromophenyl)-5-difluoromethylisoxazol-4-ylJbenezenfisulfonamide^ 

2 ; 5-difluoro-4-[3-(3 t 5-difluorophe^ 

2 ! 5-difluoro-4-[3-(3-chloro^-fluorophenyl)-5-difluoromethyiisoxazol-4-ylJbenezenesulfonamide: 

2 ? 5-difluoro-4-[3-(3<;hloro^-methylphenyl)-^^ 

2.5-difluoro-4-[3-(3-bromo-4-methy!pheny^ 

2 : 5-difluoro-4^3-(3-fluoro-4-methylphe^ 

2 ( 5 : diftuoro-4-[3-(3 t 4-dimethylphenyl)-5-di1luoromethylisoxazol-4-yl]benezenesulfonamide^ 
2,5-difluoro-4-[3-(4-trifluoromethoxyphenyl^ 

2 } 5-dif{uoro-4-[3-(3-methyi-4-trifluoromethoxyphenyl)-5-difluoromethylisoxazoM-yl]benez 

2 ; 5-difluoro-4^3-(4-methyi-34rifiuoromethoxyph^ 

2,5-difluoro-4-[3-(3-trifluoromethylphe^ 

2,5-difluoro-4-[3-(4-trifluorome 

2,5<lifluoro-4-[3-(3-methyW-trifluorom 

2,5-dtfluoro-4^3-(4-methyl-34rifluoromethylph^ 

2,5-difluoro-4-[3-(3-cyano^methylphcnyi)-5^ 

2,5-dlfluoro-4^3-(4<^ano-3^ethylphenyl)-5-difluoromethylisoxazoM-yJJbene 
2,5-difluoro-4^3-(3^anophenyl)-5-difluo^ 

2,5-difluoro-4-[3-(4-cyanophenyl)-5-difluoromethylisoxazol^-yl]benezenesulfonamide; 

2,5<Jifluoro-4-[3-(3^hloro^-methoxyphenyl)-5^^ 

2 : 5-difluoro^^3-(4-chloro-3-methoxyphenyl)-5-drf^^ 

2,5-difluoro-4-[3-(2-methylpyridin-6-yl)^-difluoromethylisoxazol-4-yl]benezenesulfonam 

2.5-difluoro-4-[3-(2-methylthiazoM-yl)-5-difluoromelhyiisoxazoW-yl]benezenesulfonamide; 

2.5-difluoro-4-[3-(4-methylthiazol-2-yl^ 

2 ! 5-difluoro-4-f3-(2-methylpyridin-3-yl^ 

2 ! 5-difluoro-4-[3-(2-methylpyridin-3-yl)-5^ 

2,5-difluoro-4-[3-(3-pyridinyI)-5-difluoromethylisoxazol-4-y!]benezenesuifonamide; 
2,5-difiuoro-4-[3-(5-methylpyridin-3-yl^ 

2.5-difiuoro-4-[3-(2-methylpyridin-3-yl)-5-difluorom.ethylisoxazol-4-ylJbenezenesulfonamide; 

3-phenyl-4-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-ch!orophenyl)^3 ; 6-difluoro-4-(methylsulfonyl)phenyl)-5-hydroxymethylisoxazole; 

3-(4-chlorophenyl)-4H;3 ; 6-difluoro-4-(methylsulfony!)phenyi]-5-hydroxymethyJi 

3-(3-bromophenylM-[3,6-difluoro-4-(m 

3-(4-bromophenyl)-4-[3 ! 6<iifluoro-4-(methylsulfonyl)phenyl]-5-hydroxymethylisoxazole; 

3-(3-fluorophenyl)^-[3 ? 6-difluoro^-(methylsuifonyl)phenyl]>5-hydroxymelhyiisoxazole; 

3-(4-fluorophenyJ)^-[3 ! 6-difluoro^-(methylsulfonyl)phenyHj-5-hydroxymethyiisoxazole; 

3-(3-methylphenyl)-4-[3 f 6<)ifluoro-4-(mett^^ 

3-<4-methylphenyl)-4-[3 ; 6KJifluoro-4^m 

3-(3-cyanopheny!)^-[3 ? 6-dinuoro^-(methylsulfonyl)phenyl]-5-hydroxymelhylisoxazole; 
3-(4-cyanophenyl)^-[3,6-difluoro^-(methylsu!fonyl)phenyl}-5-hydroxyrnethylisoxazole; 
S-^-trifluoromethylphenyO^-f^SKlifluoro^ 

3-(4-trifluoromethylphenyl)^-[3 ? 6<lifluoro-4-(methylsulfonyl)phenyl]-5-hydroxymet 

3-(3-trifluoromethoxyphenyl)^-[3^ 

3-(4-trifluoromethoxyphDnyl)^-[3.6-difluoro^ 

3-(3,4-dichlorophenyl)^-[3,6<iifluoro-4-(meto^ 

3-(3,4-dibromophenyl)-4-[3,6^ifluoro^-(me^ 

3-(3,4-difluorophenyl)^3,6^ffluoro^-(methylsulfonyl)phenyl)-5-hydroxymethylisoxazo 
3-{3,5-dtchlorophenyI)^-{3£^ifluoro^-(m 
3-{3,5<nbromophenyl)-4^3.6^ifJuoro-4-(methyls^ 
3-{3.5^ifluoropheny1M^3,6^ifluoro^-(me^^ 
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3-(3 f 4-dimethylphenyl)-4-[3 t 6-^ 

3-(3 r 5-dimethylphenyt)-443 ; 6-difIuoro-4-(methylsuIfonyl)phenyl]-5-hydroxymethy^ 

3-(3-methyl-4-chiorophenyl)-4-[3 r 6-difluoro-4-(methylsutfonyl)phenyl]-5-hydroxymethyil 

3-(4-methyl-3-chlorophenyl)-4-[3 ! 6-difluoro^-(methylsulfonyl)phenyl]-5-hydroxym 

3-(3-methyl-44luorophenyl)^-[3 : 6-difluoro^(methylsulfonyl)phenyll-5-hydroxym 

3-(4-methyl-3-fluorophenyl)-4-[3 ; 6-difluo^ 

3-/3-methyl-4-bromopheny1)-443 : 6-difta^ 

3-(4.methyl-3-bromophenyl)-4-[3 s 6-difluoro-4-{methylsulfonyl)phenyl]-5-hydroxym 

3-(3-methyl-44rifluoromethylphenyl)^ 

3-(4-mPthvl-3-trifluoromethylphenylM^^ 

3-(3-methy!-4-trifluoromethoxyp 

3-(4-methy!-3-trifluoromethoxyphenyl^ 

3-(3-cyano-4-methylphenyl)-4-[3 ; 6-diflupro^-(methytsulfonyl)phenyl]-5-hydroxym 

3-(4-cyano-3-methylpheny1)^3,6-difluo^ 

3-(3-chloro-4-methoxyphenylM-L3 s 6-dffl 

3-(4-chloroO-methoxyphenyl)-4-[3 ? 6<lffl^ 

3-(2-methylpyridln-6-yl)-4-[3,6<lifluo^ 

3-(2-methylthiazol-4-yl)-4-[3;6-difluoro^^ 

3-(4-melhyllhiazol-2-yl)-4-[3;6<iif^ 

3-(2-methylpyridin-3-yl)-4-[3.6-dffluoro^^ 

3-(2-methylpyridin-3-y])-4-[3,6-difluo 

3-(3-pyridinyl)-4-[3,6-dffluoro-4-(me 

3-{5-methy4pyridin-3-yl)-4-[3,6-difluoro^ 

3-(2-methylpyridin-3-y1)^H;3,6-d(fluoro^ 

3-cyclohexyM-[3 } 6-difluoro^-(m^ 

S-eyclopentyM-P^-difluoro^nr^^ 

S-phenyl^-lS^-difluoro^tmethytsutfonylJphenylJ'S-fluoromethylisoxazole; 
3-(3-chlorophenyl)-4{3 4 6-difluoro^-^ 

3-(4-chlorophenyl) : 4^3 1 6-difluoro^-(methy!su!fonyl)phenyl]-5-fluoromethylisoxazole; 

3-(3-bromophenyl)U<3.6-difluoro-4-(methylsutfonyl)phenyl]-5-fluoromethylisoxazol^ 

3-(4-bromophenyl)-4-[3,6-difluoro-4-(m^ 

3-(3-fluorophenylH-[3,6-difluoro^ 

3-(4-fluorophenyl)^-f3 1 6-dmuoro^-(methylsulfonyl)phenyl]-5-fluoromethyiisox^ 
3-(3-methylphenyl)-4-[3,6-dffluoro^-(m^ 

3-(4-methylphenyl)-4-[3,6-difluoro^methylsulfonyl)phenyl]-5-fluorome% 
3-(3-c^anophenyl)^-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(4-cyanophenylM-[3,6-difluoro^^ 
3-(3-trmuoromethylphenylH-[3,6^ifluoro^ 

3-(4-trifiuoromethylphenylH^3 l 6^ifluoro^-(methylsulfony1)phenyl]-^ 
3-(3-trifluoromethoxyphenylH-[3,6-d^ 

3-(4-trifluoromethoxyphenyl)^-[3,6-dmuoro-4-(methylsulfony!)phenyl]-5-fluorom 

3-(3,4-dichlorophenyl)-4-[3,6-dif^ 

3-(3,4-dibromopheny!)-4-[3.6<lifluoro^ met ^ 

3-(3!4-diftuorophenyl)-4*[3,6-difluoro^-(methylsulfonyl)phenyl]-5-fluoromethylisoxazole; 
3-(3 5-dichlorophenyO-4-[3,6<Iifluoro-4-(methylsulfonyl)phenyl]-5-fluoromethyliso 
3-(3^5-dibromophenyl)-4-[3.6Kjffluoro^-^^ 

S-fS.e-difluorophenyO^-p.e-difluoro^-tmethyJsulfonyOphenytj'S-fluoromethylisoxazole; 
3-(3,4-dimethylphenyl)^-[3,6<iifluoro-4-(^^ 

3-(3,5-dimethylphenyl)^43,6-diflu'oro^(methylsulfonyl)phenyi]-5-fluoromethylisox 
3-(3 methyl-4^hiorophenyl)^-[3 ; 6<liHuoro-4-(methylsutfonyl)phenyl]-5-fluorome 
3-(4-methyl-3^hlorophenyl)-4{3^Kiifluoro^ 
3-(3-methyl-4-fluorophcnylH^3.6-dfflu 

3.(4-methyl-3-fluorophGnyl)^43 I 6-dmuoro^-(methylsulfony1)phenyl]-5-fluoromethyli^ 

3-(3-methyl-4^romopheny0-4^3,6-difluoro^-(m^ 

3.(4-methyl-3-bromopheny0-4^3,6-difluoro^^ 

3-(3-methyl-44rif1uoromethy1pheny1)^3,6^^ 

3-(4-methyt-3-trffluoromethy1phenylM^ 

3-(3^ethyM-trifluoromethoxyphen^ 
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3-(4-methyl-3 ! 4rifluoromethoxy^ 
3-(3-cyano-4-methylphenylM-[3,6-difl^ 

3-(4-c^ano-3-methylphenyl>^-t3 ; 6-difluoro-4-{methylsulfonyl)phenyl]-5-fluoromethylisoxazo 
3-(3-chloro^-methoxyphenyl)-4-[3.6-difluoro-4-(methylsulfonyi)phenyl]-5-fluorometh 
3-(4-chloro-3-methoxyphenyl)^-f3 s 6-difiuoro-4-(methylsulfonyl)phenyll-54luorom 
3-(2-methylpyridin-6-yl)-4-[3,6-difluoro^-(m^^^ 

3-(2-methylthiazo!-4-yl)-4-[3,6-difiuoro-4-(^^ - 

3"(4-methylthiazol-2-yl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-54luoromethylisoxazole; 

3-(2-methylpyridin-3-yl)-4-[3,6<lifluoro-4-(^ 

3-(2-methylpyndln-3-y»)-4-[3 : 6-difluoro-4-(methylsulfonyl)phsny 

3-(3-pyridinyl)-4-[3 ? 6-diftuoro-4-(methylsulfonyl)phenyl]-5-fluoromethyiisoxazoIe; 

3-(5-methylpyridin-3-yl)-4-[3 t 6-difiuoro-4-(^ 

3-(2-methylpyridin-3-yl)^-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-54luoromethyl^ 

3-cyclohexyl-4-[3,6-difluoro-4-(methylsulfonyi)phenyl]-5-fluoromethy!isoxazole; 

3-cyciopentyMH3,6-difluoro«4-(methylsulfonyl)phenyl]-5-fiuoromethylisoxazole; 

3-phenyl-4-[3,5-difluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 

3-(3-chloro-5^riethylphenyl)-4-[3 } 5-dlflu^^ 

S-p-fluoro-S-methylphenylH^S-cJifl^ 

3-(3-chlorophenyl)-4^3,5*Jifluoro-4f(met^ 

3-(4-chtorophenyl)-4^3,5^ifiuoro^-(methy^ 

3-{3-bromophenyl)-4-[3,5<lifluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazole; 
3-(4-bromophenyl)-4-[3 f 5<lif1uoro^-(methylsufo^ 
3-(3,5-difluorophenyl)^3,5^ifluoro^-(methy^ 
3-(4-fluorophenyl)^-[3,5-difluoro^-(met^ 

3-(4-methylphenyl)-4^3,5-dffluoro^^methylsulfonyi)phenyl]-5-difluoromethy1i60xazole; 
3-(3-methylphenyl)-4^3,5<lifluoro^methylsul^ 

3-(3-bromo-5-methylpheny0-4-[3,5-difluoro-4-(methylsu!fonyl)phenyl] -5-difiuoromethyIisoxazole; 
3-(3,4-dichlorophenyl)-4^3,5^rfluoro-4-(methylsu!fonyl)phenyl]-5-difluorcH7ieth 
3-(3,4-dibromophenyl)-4-[3 f 5-difluoro-4-(methylsulfonyl)phenyl]-5-dif!uoromethyH : 
3-(3,4-difiuorophenyl)-4-[3,5<iifluoro^m 

3-(3 ( 5-dichlorophenyl)-443,5-difluoro-4-(methylsulfonyl)phenyl]-5-difluoromethylisoxa^ 

3-(3.5-dibromophenyl)^3 f 5-difluoro^-(methylsulfonyl)phenyl]-5-difluoromethylisoxazo!e; 

3-(3,5~difluorophenyl)^3,5-difiuoro^-(meta^ 

3-(3-chloro^-fiuoropheny!)^-[3,5^^ 

3-(3-chioro^-methylphenylH-[33<M^ 

3-(3-bromo-4-methylpheny!M-[3 : 5-difluoro^ 

3-(3 : 5-difluoro-4-methylphenyl)-4-[3,5-difiuoro-4-(methylsulfonyl)phenyl]-5-difi^ 

3-(3 ? 4-dimethylphenyl)M-[3,5-difluoro-4-(met^^ 

3-(4-trifluoromethoxyptienylH-[3 t 5^^ 

3-(3-methyl-4-trifluoromethoxyphenyl)^-p^ 

3-(4-methyl-3-trifluoromethoxyphenylM-[3,^^ 

3-(3-methyl-4-trifluoromethoxyphenylH^^ 

3-(4-methyl-3-trifluoromethoxyphenylM^ 

S^S-cyano^-methylphenyl^-^S-difluoro^ 

3-(4-cyano-3-methylphenylM-[3,5-difluoro^-(m^ 

3-(3-cyanophenyl)-4<3,5-dlfluoro^-(methylsulfonyl)phenyi]-5-difluoromethylisoxazole; 
3-(4^yanophenyl)-4-(3,5-dinuoro^-(methylsulto^ 

3-(3-Gh!oro-4-methoxyphenyl)-4-[3 ; 5Hdifluoro-4-(methylsulfonyl)phenyl]-5-difluorom 

3-(4-chloro-3-methoxyphenyl)^-[3 s 5-difluoro-4-(methylsulfonyl)phenyll-5<iif!uorome 

3-(2-methylpyridin-6-yl)^-[3,5-difluoro-4-(me^ 

3-(2-methyUhiazol-4-yt)^-[3,5<fifluoro^ 

3-(4-methylthiazol-2-yl)-4-[3,5-difluoro^ 

3-(2-methylpyrcdin-3-yl)^-[3,S-difluoro-4-(mem^^ 

3_(2-methylpyridin-3-y/M-[3,5<lifluoro 

S-fS-pyridinylJ^-p^^ifluoro^fmethylsutfonyl^henylJ-S^ifluoromethylisoxazole; 

3-(5-methylpyridin-3-yl)^3,5^ffluoro-4-(me^ 

3-(2-methylpyridin-3ryl)^3 t 5-difluoro-4-(mefo^^ 

3-cyclohexyl^^3,5Klifluorc>^-(methylsutfonyl)phenyl]-5-difluoromethyHsoxa^ 
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3-cyclopentyl-4-[3 ? 5-difluo^ 

3-phenyl-4-[3,6-difluoro-4-(methylsu!fonyl)phenyl]-5-methy!isoxazo!e; 
3-(3-chlorophenyl)-4{3,6<lifluoro^ 

3-(4-chlorophenyl)-4^3,6-difluoro^ 

S-CS-bromophenylWS.e^lifluoro^^ 

3-(4-bromophenyl)-4-[3,6-dif!uoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole! 

3-(3-fluorophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole: 

3-(44luorophenyl)-4-[3,6-difluoro-4-(methylsuifonyl)phenyl]-5-methylisoxazote 

3-{3-methylphenyl)«4-[3,6-difluoro-4-(methyisulfony!)phenyl]-5-methy{jsoxazole; 
3-(4-methylphenyl)-4-[3,6-difluoro-4-(m^^ 

3-(3-cyanophenyl)-4-[3,6<Jifluo^ 

3-(4-cyanophenyl)-4-[3,6-dinuoro-4-(methyfsulfonyl)phenyI]-5Tmethylisoxazole! 
3-(3-trifluoromethylphenyl)-4^^^^ 

3-(4-trifluoromethylphenyl)^«[3 l 6-d!fluoro-4~(methy!sulfonyl)phenyi]-5-methyl^ 
3-(3-trifluoromethoxyphenyl)-4-[3^^ 

3-(4-trifluoromethoxypheny!)-4-[3 1 6-difluoro-4-(methylsulfonyl)phenyl]-5-methyllsoxa . 

3-(3,4-dlchlorophenyl)-4.[3 t 6-difiuoro-4-(methylsuIfonyl)phenyl]-5-methyljsoxazole: 

3-(3,4-dlbrompphenyl)-4-[3,6-difluo^ 

3-(^4-dmuorophenylM^ 

3-(3,5-dichlorophenyl)-4-[3,6^ 

3-(3 f 5-dibromophenyI)-4-[3,6-difluoro-4-(methyisulfonyl)phenyl]-5-methylisoxa^ 
3-(3,6-dffluorophenyl) : 4-[3,6-^ 

3-(3,4-dimethylphenyIH-[3,6-difluo^^ 

3-(3,5-dimethylphenylM-[3 t 6<M^ 

3-(3-methyM^hlorophenyl)-4^ 

3-(4HTmthyl-3^hlorophenyl)-4^3,6<M^ _ 

3-(3-methyl-4-fluorophenylM-[3,6-dm^^ 
3-<4-methyl-3-fluorophenyl)^ 

3-(3-methyM-bromophenyl)-4-[3,6-difluoro-4-(methylsulfonyl)phenyl]^.methyl^ 

3-(4-metbyl-34>romophenyl)-4-[3 f 6<ftf^ 

3-(3-methyl-4-trifluoromet^ 

3^(4-methyl-3-trifluorom^ 

3-(3-methyM-trifluoromethoxw 

3-(4-methyl-3-trifluorome^ 

3-(3<yano-4-methylphenylM-[3,6-^^ 

3-(4-cyano-3-methylphenyl)^^^ 

3^(3-chloro^-methoxyphenyl)-4-[3,6-dmuoro-4-(methylsulfonyl)phenyl]-5-methy^ 
3-^4-chloro-3-methoxyphenyl)^ 

3-<2-methylpyridin-6-yl)^3,6-dif^ 

3-(2-methylthiazoM-yl).4-[3 f 6-difluoro-4-(methylsulfonyt)phenyl]-5-me^ 
3-(4-methylthiazol-2-yl)-4-[3,6-dffl^^ 

3-(2-methylpyridjn-3-yl)^-[3 l 6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 
3-(2-methy!pyridin-3-ylM-[3,^ 

3-(3-pyridinyl)-4-[3,6 : difluoro-4-(methylsu!fonyl)phenyl]-5-methylisoxazole; 
3-(5-methylpyridin^yl)-4-[3,6-dm^ 

3-(2-methylpyridin-3-yl)-4-[3,6-difl^^ 

3-cyclohexyl-4-t3,6-difluoro-4-(methylsulfonyl)phenyl]-5-methylisoxazole; 

3-cyclopentyM-[3,6-difluoro^-(methylsulfonyl)phenyl]-5-rnethylisoxazole; 

2 t 5<iifluoro^-[3.phenyl-5-hydroxymethylisoxazol^-yl]benezenesulfonamide; 
2.5^ifluoro^-[3-(3-chlorophenyl)^ 

2,5<lifluoro-4^3-(4^h!orophenyl)-5-hydroxymethynsoxazol-4-yl]benezenesulfonamide! 

2 t 5^ifluoro^[3-(3-bromophenyl)-5.hydroxymethylisoxazol-4-yl]bGnezcncsuJfonamidG; 

2 I 5^muoro.4^3-{4-bromophenyj)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide; 

2 ; 5<imuoro^3.(3-fluorophenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonamide: 

2;5^ifluoro^3-(4-fluorophenyl)-5-hydroxymethylisoxazoW-yl]benezenesuJfona 

2,5KJifluoro^3-(3-methylphenyl)-5.hydroxymethylisoxazo|.4.yl)benezenesulfonam 

2,5<lifluoro^-[3-(4-methy»phenyl).5-hydroxymethylisoxazol-4-yl]ben 

2.5-difluoro^^3-(3^yanophenyl)-5-hydro)cymethylisoxazol-4-yl]benezenesulfonamide; 
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2,5-difiuoro-4^3-(4-cyanophenyl)-5-hydroxymethyliso)ca7ol-4-yl]bene7enesulfonamide; 
2,5-difluoro^3-(3-trifluoromethylph 

2.5-difluoro-4-[3-(4-trifluoromethylphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesuifonam 
2.5-difluoro^3-(3-trifluoromethoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 
2 1 5-difluoro-4-r3-(4-trifluoromethoxyphenyl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 
2,5-difluoro-4^3-(3,4-dich1orophenyl)-5^ 

2,5-diflucro-4-f3-(3,4-dibromophenvl)-5-hvdroxvmethylisoxazol-4-yl]benezenesulfonamide^ 

2 1 5-diftuoro-4-[3-(3 s 4-difluorophenyl)-5-hydro>cymethylisoxazol-4-yl]benezenesulfonarnide; 

2,5-difluoro^-[3-(3,5-dichlorophenyl)-5-hydroxymethylisoxazol-4-yI]benezenesulfonamide; 

2,5-difluoro^-[3-(3 t 5-dibromophenvl)-5-hydroxvmethvlisoxazol-4-vllbenezenesulfonamide; 

2 t 5-difluoro-4-[3-(3 J 5-djfluorophenyl)-5-hydroxymethy!isoxazol-4-yl]benezenesulfonaniide; 

2,5-difluoro^-[3-(3,4-dimethytphenyl)'5-hydroxymethylisoxazoM-yl]benezenesulfonamide; 

2,5-difiuoro^-[3-(3 t 5-dimethyiphenyl)-5-hydrcxymethylisoxazo.M-yl]benezenesulfonamide; 

2,5-difluoro^-[3-(3HTiethyl-4-chloroph^^ 

2,5-difluoro^3-(4-methyl-3<:h]orophenyi)-5-^^ 

2,5-difluoro-4^3-(3-methyl-4-fl^ 

2,5-difluoro^-[3-(4-methyl-3-fluorophenyl)>5-hydroxymethylisoxazol^-yl]benezenesulfonami^ 
2,5-difluoro^-[3-(3-niethyl-4-bromophenyl)-5-hydroxymethyiisoxazol-4-yl 

2,5-diNuoro^3-(4-meihyi-3^romophenyi)-5^ 

2,5<lifluoro^3-(3-methyl^-trifluoromett^^ 
2 l 5-difluoro^-[3-(4-methyl-3-trifluoro 
2,5-difluoro^H;3-(3-methyl-44rifluoromethox 
2,5<iifluoro^3-<4-methyl-3-trifluorometh^ 

2 , 5-d ifluoro-4-f3-(3-cyano-4-methylphenyl)-5 -hydroxymethylisoxazol -4-y l]benezenesuff onam ide ; 
2,5-difluoro^{3-(4^ano-3-methylphenyl)-5-hydro^ 

2 1 5-difluoro^^3-(3^hloro^*methoxypheny!)-5-hydrox>^9thy!isoxazc! -4-yM]benezenesulfonarnide; 

2,5-difluoro^<3-(4^hloro-3-methoxyphenyl)-5-hydroxymethylisoxazoM-yJ]ben 

2,5<Jifluoro^3-(2-mettiylpyridin-6-yl)-5-hydro^ 

2,5-difluoro^3-(2-methylthiazol-4-y^ 

2,5<iifluoroU-[3-(4HTiethylthiazol-2-yl)-5-^^ 

2,5-dif!uoro^3-(2-methy!pyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]benezenesulfonam 
2,5-difiuoro^3-(2-methylpyridin-3-yl)-5-hydroxymethylisoxazol-4-yl]ben 
2,5-difluoro^^3-(3-pyridinyl)-5-hydroxymethyHsoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro^3-(5-methylpyridin-3-^ 

2,5-difluor6^3-(2HTiethylpyridin-3-y!)-5-hydroxymethy!isoxazol-4-yl)benezen 

2,5-difluoro-4-[3-phenyl-5-methylisoxazol-4-ylJbenezenesulfonamide; 

2,5-difluoro^-[3-(3^hlorophenyl)-5-methy!isoxazol-4-yl]benezenesulfonamide; 

2 l 5-difluoro^3-(4-chlorophenyl)-5-methylisoxazol-4-yI]benezenesu!fonamide; 

2,5-difluoro-4-t3-(3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro^-{3-(4-bromophenyl)-5-methyiiscxazol-4-yl)benezenesulfonamide; 

2,5-difluoro-4-[3-(3-fluorophenyl)-5*methylisoxazoN4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(4-fluorophenyl)-5-methyIisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4^3-(3-methylphenyl)-5-methylisoxazol-4-ylJbenezenesulfonamide; 

2,5-difluoro-4-[3-(4-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro^-[3-(3K:yanophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difJuoro-4-[3-(4-cyanophenyl)-5-methylisoxazoi-4-yi]benezenesu!fonamide; 

2,5KJifluoro-4^3-(3-trifluoromethyIphenyl)-5-nnethyiisoxazol-4-ylJbenezenesulfonarriide; 

2,5-difluoro-4^3-(4^trifluoromethyiphenyl)-5-methylisoxazol-4-yl)benezenesulfonamide; 

2,5<lifluoro-4^3-(3-trifluoromethoxyphenyl)-5-m 

2,5<Jifluoro-4^3-(4-trifluoromethoxyphe^^ 

2,5-difluoro-4-[3-(3,4-dichtorophenyl)-5-m^ 

2,5<lrfluoro-4^3-(3,4-dibromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5^1 ifluoro^3-(3,4^ffluorophenyl)-5«methyK^^ 

2,5^ifluoro^3-(3,5<lichlorophenyl)-5-methyIisoxazo!-4-y!]benezenesulfonamide; 
2 l 5^ifluoro^-[3-(3,5<!ibromophenyl)-5-methyHsoxazol-4-yl]benezenesulfonamide; 
2,5^ifluoro-4-[3-(3,5<iifluorophenyl)-5^^ 

2,5^ifluoro-4^3^3 f 4KJimethy»phenyl)-5-methylisoxazoW-yl]benezenesulfonamide; 
2.5<imuoro^H;3-(3 f 5^imethylphenyl)-5-methylisoxazof^-yl]benezenesulfonamide; 
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2,5-difluoro-4-[3-(3-methyM^ 

2!5-difluoro-4-[3-(4-methyl-3-chlorophenyl)-5-methyIisoxazol-4-yl]benezenesulfonamide; 
2,5-difiuoro-4-[3-(3-methyl-4-fluorophenyl)-5-methyljsoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-t3-(4-methyl-34luorophenyl)-5-methylisoxazoI-4-yl)benezenesulfonami 
2!5-difluoro-443'(3-methyl-4-bromophenyl)-5-methylisoxazol-4-ynbenezenesulfonamide: ' 
2!5-difluoro-443-(4-methyl-3-bromophenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(3-methyl-4^^ 
2'5Hjifluoro-4^3-(4-methyl-34rifluorom 

2,5-difluoro-4-[3'(3-methyl-44rifluoromethoxyphenyl)-5-methylisoxazoi-4-yl]benezenes 
2 t 5<lifluoro-4-[3-(4-methyl-3-trffl^ 

2,5-difluoro-4-[3-(3-cyano-4-methylphenyl)-5-methylisoxazol-4-yi]benezenesulfonami 
2,5-difluoro-4-t3-(4-cyano-3-methylphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-443-(3-chloro-4-methoxyphenyl)-5-methy!isoxazo!-4-yllbenezenesulfonami 
2,5-difluoro-4-[3-(4-chloro-3-methoxyphenyl)-5-methylisoxazol-4-yl]benezenesulfonamide; 

2,5-difluoro-4-[3-(2-methylpyridin-6-^^^ 

2,5-difluoro-4-[3^2-methylthiazoM-yl)-5-methylisoxazol^yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(4-methylthiazol 

2,5<lfluoro-4-[3-(2-methylpyridin-3-yl)-5-methylisoxazoM-yl]benezen^ 
2,5<linuoro-4-[3-(2-mettylpyridm^^ 

2 t 5-difluoro-4-[3-(3-pyridinyl)-5-methyIisoxazol-4-yl]benezenesulfonamide; 

2,5-difIuoro-4-[3-(5-methylpyridin-3-yl)-5-methylisoxazol^ylJbenezen 

2,5-difiuoro-4-[3-(2-methylpyridin-3-yl)-5-methylisox^oM-yl)benezenesulfonamide; 

2,5-difluoro-4-[3-phenyl-5 *trifluoromethylisoxazol-4-yl]benezenesulf on amide; 

2 t 5^ifiuoro-4-[3-(3^hIorophenyO-54ri^ 

2,5^ifluoro^<3-(4-chloropheny!)-54iiflu^ 

2,5-difluoro^3-(3-bromopheny0-5^ 

2,5<lffluoro-4-[3-(4-bromophenyl)-5-tr^ 

2,5-difluoro-443-(3-fluorophenyl)-5-tritluoromethylisoxazoi^-yI]benezenesulfonamide; 

2,5Kimuoro-4^3-(4-fluorophenyl)-5-trifluoromethylisoxazol^-yl]benezenesu!fonamide; 

2,5-difluoro-4-[3-(3-methylphenyl)-54rifluoromethylisoxazol-4-yl]benezenesulfonamid^ 

2 f 5-difluoro-4-[3-(4-methylphen^ 

2,5-difluoro^-[3-(3-cyanophenyl)-5^^ 

2,5-difluoro^43-(4-cyanophenyl)-5-trifluorom 

2,5<lifluoro-4-[3-(34rffluoromethyl^^ 

2!5<lifluoro^-[3-(44rifluoromethylphenyl)-54rifluoromethylisoxazol-4-yl]bene 

2 t 5-difluoro-4-[3-(3-trifluorometo^ 

2,5<lifkioro-4-[3-(44rifluorometho^^ 

2,5-difluoro-4-[3-(3 s 4-dichlorophenyl)-5-trifluoromethylisoxazol-4-yl)benezenesulfonami 
2,5^ifluoro-4-[3-(3,4-dibromophenyl)-5-^ 

2 I 5-difluoro-4-[3-(3,4-difluorophenyl)-5-trifluoromethylisoxazol-4-yl]benezenesulfonamide; 
2 l 5-difluoro-4-[3-(3,5<iichloropheny^ 

2 1 5-difluoro-4-[3-(3,5-dibromophenyl)-5-trifluoromethylisoxazol-4-yl)benezenesulfonam 

2 1 5-difluoro-4-[3-(3 J 5-difluorophenyl)-5-trifluoromethyIisoxazol-4-yl]benezenesulfonamide 

2 1 5-difluoro-4 : [3-(3,4-dimethylphenyl)-5-t^ 

2,5-dlfluoro-4-[3-(3 f 5-dimethylphenyl)-5-trifluoromethylisoxazol^-yl]benezenesulfonam 
2,5-dlfluoro-4-[3-(3-methyl-4^hlo^^ 

2 1 5-difluoro-4-[3*(4-methyl-3-cblorophenyl)-54rinuoromethy!isoxazol-4-yl]benezenesutfonamid 
2,5-uifiuoro-4-[3-(3~nnethyl-4-fluorophe^^ 

2,5-difIuoro-4-[3-(4-methyl-3-fluorophenyI)-5-trifiuoromethylisoxazol-4-yl]benezenesutfon 
2,5-difluoro-4-[3-(3-methyl-4-bromophenyl)-54rifluoromethylisoxazol-4-yl)benezenesulfo 
2,5-difluoro-4^3-(4-methyl-3-bromoph^^ 

2,5Klifluoro-4-[3-(3-mcthyl-4-trifluoromothylphenyl)-5-trifluorometh 

2,5^ifluoro-4-[3-(4-methyl-3-trffiuorome^^ 

2 f 5-difluoro^3-(3-methyl-44rmuorom 

2 l 5-difluoro-4-[3-(4-methyl-34rffluorome^^ 

2,5Klifluoro-4^3-(3H^ano-4-methyiphenyO 

2,5K5lfluoro^3-(4^yano-3-methylphenyl)-54rmuoromethylisoxazol^-yl]beneze 
2,5<ltfluoro^3-(3^hloro^-methoxypheny0-^^^ 
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2,5-difluoro-4-[3-(4-chloro-3-meth^ 

2,5-difluoro-4^3-(2-methylpyri^ 

2,5-difluoro-4-[3-(2-methylthi^^ 

2,5-difluoro-4-[3-(4-methylthiazol-2-yl)-5-tr!fluoromethyIisoxazo!-4-ylJbene2enesutfonamide; 

2 ; 5-difluoro-4-r3-(2-methylpyridin-3-ylV^^ 

2,5-difluoro-4-[3-(2-methylpyridi^ 

2,5-difluoro-4-[3-(3-pyridinyl)-5-trifluoromethyiisoxazol-4-yl]benezenesulfonamide; 
2,5-difluoro-4-[3-(5-methylpyridin-3-yl)-5^^ and 
2,5-difluoro-4-[3-(2-methylpyridin-3-yl)-5-trifluoromethylisoxazol-4-yl]benezene 

57. The compound of Claim 1 having Formula V: 



X is fluoro; 

n is an integer greater than or equal to 2; 

R 13 is cyciohexyl, pyridinyl, or phenyl, wherein said cyciohexyl, pyridinyl. and phenyl may be optionally sub- 

; stituted with one, two or three radicals selected from C^-alkyl. 
C^-haloslkyl, cyano, carboxyl, C-^-alkoxycarbonyl, hydroxy!, C^-hydroxyalkyf, C^-haloalkoxy, amino, 
C^-alkylarnino, phenylamino, nitro, C 1 . 2 -3lkoxy-C 1 . 2 -alkyl ; C^-aikylsulfinyl, halo. C^-alkoxy and C 1-3 - 

, alkylthio; 

R u is a radical selected from hydrido, halo, C 1 . 2 -alkyl f C 2 _ 3 -alkenyl, C 2 . 3 -a!kynyl, oxo, cyano, carboxyl, cy- 
' ano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
[ heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heierocyclyl-C^-alkyl, C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C 13 -hydroxy- 
* afkyl, C 1 . 3 -alkoxycarbonyl, phenylcarbonyl, phenyl-C 1 . 3 -alkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, C 1 . 3 -alkoxy-C 1 . 3 - 
alkyi, phenylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl. alkoxycarbonylalkyL aminocarbonyl, 
aminocarbonyl-C 1 . 3 -alkyl, C^g-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl)-N-phenylaminoc- 
arbonyl, C 1 . 3 -a!kylaminocarbonyt-C v3 -alkyl, carboxy-C 1 . 3 -alkyl, C 1 . 3 -alkylamino, N-arylamino. N-aralkylami- 
no, N-tC^s-alkyO-N-aralkylamino. N-(C 1 . 3 -alkyl)-N-arylamino, amino-C v3 -alkyl, C^-alkylaminoalKyl, N-phe- 
nylamino-C v3 -alkyl, N-phenyl-C^-alkylaminoalkyl, N-tC^yalkyO-N^phenyl-Cvs-alkylJamino-Cvs-alkyl, 
N^Cva-alkyO-N^henylamino-C^^alkyl, phenyloxy, phenylalkoxy, pheny!thio : phenyl-C 3 - alkylthio, C^ y 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C,. 3 -alkylaminosulfonyl. N-phenylaminosulfonyi, phenylsulfo- 
nyl, and N-fC^-alkyO-N-phenylaminosulfonyl; and 
R 15 is methyl or amino; 

or a pharmaceutically-acceptabie salt, tautomer or prodrug thereof; 
provided that when R 13 is 4-bromophenyl, R 14 is not hydrogen. 

58. The compound of Claim 57 wherein: 

; R 14 is a radical selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl, C 2 . 3 -a!kynyl ; oxo, cyano, carboxyl, cy- 
ano-C^-atkyl, (5- or 6-member ring heterocyclyl)oxy, C 1 . r alkoxy, C ^-alkylthio, C^-alkyicarbonyl, C^-cy- 
cloalkyl, phenyl. C 1 . 3 -haloalkyl, 5- or 6-member ring heterocyclyl, C^-cydoalkenyl. phenyl-C.,_ 3 -alkyl, (5- or 
6-member ring heterocyclyl)^ . 3 -alkyL C^-alkyithio-C^-alkyl, C^-hydroxyalkyl, C^^alkoxycarbonyl. phe- 
nylcarbonyl, phenyl-C.,_ 3 -alkylcarbonyl, phenyl-C 2 . 3 -alkenyl. C^-alkoxy-C^-alkyl, phenylthio-C^-alkyl, 




13 



14 



wherein: 
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phenyloxy-C 1 . 3 -alkyl ; C^-alkoxyphenyl-C^-alkoxy-C^-alkyl. C 1 . 3 -alkoxycarbonyl-C 1 . 3 -alkyl l aminocarbo- 
nyl, aminocarbonyl-C^a'-alkyl. C^-alkyiaminocarbonyl. N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N"pheny!ami- 
nocarbonyl, C^-alkylaminocarbonyl-C^-alkyl, carboxy-C^g-alkyl, C v3 -aikylarnino ; N-phenylamino, N-(phe- 
nyl-C^-alkylJamino, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -a!kyl)amino. N-fC^-alkylJ-N-phenylamino, amino-C^- 
alkyl, C 1 . 3 -alkylamino-C 1 . 3 -alkyi, N-phenylamino-C^-alkyl, N-phenyl-C^-alkylamino-C^-alkyl, N-fC.,^- 
alkylJ-N-phenyl-C^-alkylamino-C^-alkyL N-(C 1 . r alky!)-N-phenylamino-C 1 . 3 -alkyl ! phenyloxy ; phenyl-C^- 
alkoxy, phenylthio : phenyl-C 1i3 -alky!thio. C^raikyisuffinyl, C 1 . 3 -aikylsulfonyi. aminosulfonyL C^-aikyiamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyL and N-fC^-alkyO-N-phenylaminosulfonyl; 
or a pharmaceuticalfy-acceptable salt, tautomer or prodrug thereof. 

59. The compound of Claim 58 wherein R 13 is optionally substituted cyclohexyl. 

60. The compound of Claim 58 wherein R 13 is optionally substituted pyrdinyl. 

61. The compound of Claim 58 wherein R 13 is optionally substituted phenyl. 

62. The compound of Claim 58 wherein R 13 is cyclohexyl, pyridinyL or phenyl wherein said cyclohexyl, pyridinyl : and 
, . } phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl, trifiuor- 
omethyl, cyano, carboxyl, methoxycarbonyl.. hydroxyl, hydroxymelhyi. trifluoromethoxy, amino, melhylamino, phe- 
nylamino, nitro, methoxy methyl, methylsulfinyl, fluoro, chloro, bromo. methoxy and methylthio. 

63. The compound of Claim 58 wherein R 14 is a radical selected from hydrido, fluoro, chloro, bromo, methyl, oxo, 
cyano, carboxyl, cyanomethyl, methoxy, methylthio, methylcarbonyl. phenyl, trifiuoromethyl, difluoromethyl, phe- 
nylmethyl, methylthiomethyl, hydroxymethyl ; mcthoxycarbonyl, ethoxycarbonyl, phcnylcarbonyl, phenyimethylcar- 
bonyl, methoxymethyL phenytthiomethyl, phenyloxymethyk methoxyphenylmethoxymethyl, methoxycarbonylme- 
thyl, aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phe- 
nyiaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino. N-phenylamino, N-(phenylmethyl) 
amino, N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino aminomethyl, methylaminomethyl, N-phe- 
nylaminomethyl, N-phenylmethyiaminomerhyl, N-methyl-N-phenyimethylaminomethyl, N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio. methylsulfinyl. methylsulfonyl, aminosulfonyl, 
methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl. and N-methyl-N-phenylaminosulfonyl. 

64. The compound of Claim 58 wherein: 

R 13 is cyclohexyl or phenyl, wherein said cyclohexyl and pheny may be optionally substituted with one, two 
or three radicals selected from methyl, difluoromethyl, trifiuoromethyl, cyano. carboxyl, methoxycarbonyl, hy- 
droxy!, hydroxymethyl, trifluoromethoxy, amino, methylamino, phenylamino. nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chloro, bromo, methoxy and methylthio; and 

R 14 is a radical selected from hydrido, fluoro, chloro. bromo. methyl, oxo. cyano. carboxyl, cyanomethyl, meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifiuoromethyl, difluoromethyl. phenylmethyl methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl. phenylmethylcarbonyl, methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl. methoxycarbonylmethyl, aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl. N-methyl-N-phenylaminocarbonyl, 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino. N-(phenylmethyl)amino, N-me- 
thyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino. aminomethyl. methylaminomethyl, N-phenylami- 
nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenylmethoxy, phenylthio. phenylmelhytnio. melhylsulhnyl methylsulfonyl, aminosul- 
fonyl, methylaminosulfonyl, N-phenylaminosulfonyl. phenylsulfonyl and N-methyl-N-phenylaminosuffony!. 

65. The compound of Claim 64 having Formula VA: 
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10 




VA 



wherein R 13 , R 14 and R 15 are as defined in Claim 64. 
15 66. The compound of Claim 64 having Formula VB: 



20 



25 



R 15 S 




30 



wherein R 13 , R 14 and R 15 are as defined in Claim 64. 
67. The compound of Claim 58 wherein: 



VB 



35 



R 13 is q^otexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three ^dj|als selected from halo, cyano ? C 1 . 2 -alkyL C^-haloaikyl, C 1 . 2 -alkoxy l and C^-haloalkoxy; and 
R 14 is a m$ma\ selected from hydrido : C^-alkyl, C^-alkoxy, C^-alkylcarbonyl, C^-haloalkyl. C 1 . 3 -hydroxy- 
alkyL and C^-alkoxycarbonyl. 

40 68. The compound of Claim 58 wherein 

R 13 is cyi|pj|exyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three %d^'ls selected from methyl, difluoromethyh trifluoromethyL trifluoromethoxy. cyano, fluoro, chloro, 
bromo; a#l njjethoxy; and 

R 14 is a radical selected from hydrido, methyl : methoxy, methylcarbonyL trifluoromethyL difluoromethyl, hy- 
droxymethyJ, and methoxycarbonyl. 

69. The compound of Claim 64 having Formula VC: 



45 



so 



55 



159 



EP 1 251 126 A2 




vc 



or a pharrnaceulicaily-acceptable sail, tautomer or prodrug Ihereof . 
The compound of Claim 1 having Formula VI: 




wherein: 
X is fluoro; 

n is an integer greater than or equal to 2; 

R 16 is cyclohexp, ^yridinyl, or phenyl, wherein said cyclohexyl, pyridinyl. and phenyl may be optionally sub- 
stituted with one| Wo or three radicals selected from C v2 -alkyl, C^-haloalkyl, cyano. carboxyl, C v2 -alkoxy- 
carbonyL hydrolyl, C^-hydroxyalkyl, C^-haloalkoxy. amino. C^-alkylamino, phenylamino, nitro, C^- 
alkoxy-C^g-alkyl, Q^-alkylsurfinyl, halo, C^-alkoxy and C^a-alkyiihio; 

R 17 is a radical lellcted from hydrido : halo, C^-aikyL C 2 _ 3 -alkenyl. C 2 _ 3 -alkynyl, oxo s cyano, carboxyl, cy- 
ano-C 1 . 3 -alkyl, tetyocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyL cycloalkyl, phenyl, C^-haloafkyl, 
heterocyclyl, cygdajkenyl, phenyl-C^-alkyl, heterocyclyl-C 1 . 3 -aIky! ; C^-aikylthio-C^-alkyf, C v3 -hydroxy- 
alkyl, C^-alkox^affconyl, phenylcarbonyl, phenyl-C^-alkylcaroonyl. phenyl-C 2 _ 3 -alkenyl. C 1 . 3 -alkoxy-C vr 
alkyl, phenylthi#C 1u3 -aikyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyr alkoxycarbonylalkyl. aminocarbonyi, 
aminocanbonyl-C^. 3 ^alkyl, C : . 3 -alkylaminocarbonyl. N-phenylaminocarbonyl. N-(C v3 -alkyl)-N-phenylaminoc- 
arbonyl, C 1 . 3 -al^a^inocarb'onyl-C 1 . 3 -alkyl, carboxy-C v3 -alkyl. C 1 . 3 -alkylamino ! N-arylamino t N-aralkylami- 
no. N-(C 1 . 3 -alkylf rsfiaralkylamino. N-(C 1 . 3 -alkyl)«N-arylamino, amino-C v3 -alkyL C^-aikylaminoatkyl. N-phe- 
nylamino-C v3 -al|yl, N-phenyl-C^-alkylaminoalkyL N.{C 1 . r alkyl).N-(phenyl-C v3 -a|kyl)amino-C 1 . 3 -alkyl, 
^-(C^^alkyO-N^^iylamino-C^^alkyl, phenyloxy phenylalkoxy phenylthio. phenyl-C V3 -alkylthio, C t . 3 - 
alkylsulfinyl, C^alal^lsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosutfonyl, phenylsulfo- 
nyl, and N-(C 1 . 3 ^k^)-N-phenylaminosulfonyl; and 
R 18 is methyl or arnifto; 
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or a pharmaceutically-acceptabie salt, tautomer or prodrug thereof 

71. The compound of Claim 70 wherein: 

R 17 is a radical selected from hydrido, halo f C^-alkyl. C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo ; cyano ; carboxyl cy- 
ano-C 1 . 3 -alkyl, (5- or 6-member ring heterocyciyl)oxy. C^-alkoxy, C 1 . 3 -alkylthio, C^-aikylcarbonyl C 3 _ 6 -cy- 
cloalkyl, phenyl.. C^-haloalky!, 5- or 6-membor ring heterocyclyl. C 3 . 6 -cyc!oa!kcnyl, phenyl-C^-alkyl. :5- or 
6-member ring heterocyclyl)-C 1 . 3 -alkyl, C 1 . 3 -alkylthio-C 1 . 3 -alkyl ! C 1 . 3 -hydroxyalkyl ; C 1 . 3 -aikoxycarbonyl T phe- 
nylcarbonyl, phenyl-C^-alkylcarbonyl. phenyl-C 2 . 3 -alkenyl : C^-alkoxy-C^-alkyl phenylthio-C 1 . 3 -alkyl ! 
pheny!oxy-C 1 . 3 -a!kyl. C 1 . 3 -a!kcxyphony!-C 1 . 3 -a!koxy-C l . 3 -a!ky!, C V3 -3!kcxycarbcny!-C 1 . 3 -alkyl. aminoearbo- 
nyl, aminocarbonyl-C^-alkyl, C^-alkylaminocarbony! N-phenylaminocarbonyl, N^C^-alkyO-N-phenyiami- 
nocarbonyl, C^-alkylaminocarbonyl-G^-alkyl. carboxy-C 1 . 3 -alkyl > C^-alkylarnino, N-phenylamino, N-(phe- 
nyl-C^-alkyOamino, N-(C v3 -alkyl)-N-(phenyl-C 1 . 3 -alkyt)amino : N-(C 1 . 3 -alkyl)-N-phenylamino : amino-C v3 - 
alkyl, C 1 . 3 -aikyiamino-C 1 . 3 -alkyi, N-phenyiamino-C^-alkyl, N-phenyl-C 1 . 3 -alkylamino-C 1 . 3 -alkyl ! N-(C V3 - 
alkyl)-N-phenyl-C 1 . 3 -alky!amino-C 1 . 3 -alkyl 1 N-JC^-alkyO-N-phenylamino-C^-alkyl, phenyloxy, pheny!-C 1 . 3 - 
alkoxy, phenylthio, phenyl-C.,. 3 -alkylthio, C 1 . 3 -alkylsulfinyl, C^-alkylsuJfonyl, aminosulfonyl. C v3 -a!kylarnino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl, and N-fC^^alkyO-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

72. The compound of Claim 71 wherein R 16 is optionally substituted cyclohexyl. 

73. The compound of Claim 71 wherein R 16 is optionally substituted pyridinyl. 

74. The compound of Claim 71 wherein R 16 is optionally substituted phenyl. 

75. The compound of Claim 71 wherein R 1G is cyciohexyl pyridinyi, or phenyi, wherein said cyclohexyl, pyridinyl and 
phenyl may be optionally substituted with one, two or three radicals selected from methyl, difluoromethyl, trifluor- 
omethyl, cyano, carboxyl, methoxycarbonyl, hydroxyl. hydro xymethyl, trifluoromethoxy ; amino., methylamino, phe- 
nylamino, nitro, methoxymethyl methylsulfinyl. fluoro, cnloro, bromo, methoxy and methylthio. 

76. The compound of Claim 71 wherein R 17 is a radical selected from hydrido. fluoro. chioro. bromo, methyl, oxo, 
cyano, carboxyl, cyanomethyl, methoxy, methylthio, methylcarbonyl. phenyl, trifluoromethyl. difluoromethyl. phe- 
nylmethyl, methylthiomethyl, hydroxymethyl methoxycarbonyl. ethoxycarbonyl, phenylcarbonyl, phenylmethylcar- 
bonyl, methoxymethyl. phenylthiomethyl, phenyloxymethyl methoxyphenylmethoxymethyl, methoxycarbonylme- 
thyl, aminocarbonyl, aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phe- 
nylaminocarbonyl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenyimethyl) 
amino, N-methyl-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl N-phe- 
nylaminomethyl, N-phenylmethylaminomethyl N-methyi-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl, phenyloxy phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl. methylsulfonyl aminosulfonyl, 
methylaminosulfonyl, N-phenylaminosulfonyl phenylsulfonyl. and N-methyl-N-phenylaminosulfonyl 

77. The compound of Claim 71 wherein: 

R 16 is cyclohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or three radicals selected from methyl, difluoromethyl. trifluoromethyl, cyano. carboxyl, methoxycarbonyl hy- 
droxyl, hydroxymethyl trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsulfi- 
nyl, fluoro, chioro, bromo, methoxy and methylthio; and 

R 17 is a radical selected from hydrido, fluoro. chioro. brcmo, methyl, oxo, cyano. carboxyl. cyanomethyl meth- 
oxy, methylthio, methylcarbonyl, phenyl, trifluoromethyl. difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxymethyl, methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcarbonyl. methoxymethyl, phe- 
nylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
aminocarbonylmethyl, methylaminocarbonyl. N-phcnylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 
methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino. N-(phenylmethyl)amino, N-me- 
thyl-N-(phenylmethyi)amino, N-methyl-N-phenylamino, aminomethyt, methylaminomethyl, N-phenylami- 
nomethyl, N-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl ; N-methyl-N-phenylami- 
nomethyl, phenyloxy, phenylmethoxy, phenylthio, phenylmethylthio. methylsulfinyl, methylsulfonyl. aminosul- 
fonyl, methylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl and N-methyl-N-phenylaminosutfonyl. 
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78. The compound of Claim 77 having Formula VIA: 



5 



15 




VIA 



wherein R 16 , R 17 and R 18 are as defined in Claim 77. 

79. The compound of Claim 71 wherein: 

25 R16 j s cycloge&l or phenyl, wherein said cyciohexyl and phenyl may be optionally substituted with one. two 

or three ra<^a|s selected from halo : cyano, C 1 . 2 -alkyl, C^-haioalkyl C^-eiikOAy, anci C V2 -ha!ca!koxy; and 
R 17 is a radltal Selected from hydrido, C^-alkyl. C 1 . 3 -alkoxy l C 1 . 3 -a!kylcarbonyl, C^-haloalkyl, C 1 . 3 -hydroxy- 
alkyl, and C^-alkoxycarbonyl. 

30 80. The compound of Claim 71 wherein 1 

R 16 is cyclol|ex^l or phenyl wherein said cyciohexyl and phenyl may be optionally substituted with one. two 
or three rad$|al§ selected from methyl, difluoromethyl. irifluoromethyl, trifluoromethoxy, cyano, fluoro : chloro, 
bromo, and #ejhoxy; and 

35 R 17 is a radrfal selected from hydrido : methyl, methoxy. methylcarbonyl, trifluoromethyl, difluoromethyl. hy- 

droxymethyl, and methoxycarbonyl. 

81. The compound of Claim 77 having Formula VIB: 




55 or a pharmaoeutically-acceptable salt, tautomer or prodrug thereof. 

82. The compound of Claim 1 having Formula VII: 
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VII 



wherein: 

i 

X is fluoro; 

n is an integer greater than or equal to 2; 

R 19 is cyclohexyl, pyridinyL or phenyl, wherein said cyclohexyl. pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C^-alkyi, C^-haloalkyl, cyano, carboxyl, C^-alkoxy- 
carbonyl, hydroxyl, C^-hydroxyalkyl, C v2 -haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, C-,^- 
alkoxy-C 1 . 2 -alky | . C^-alkylsulfinyl, halo, C v2 -alkoxy and C^-alkylthio; 

R20 i S represents one or mere radicals selected from hydride, halo, C 1 . 2 -alkyl, C 2 . 3 -alkenyt, C 2 . 3 -alkynyt, oxo, 
cyano, carboxyl, cyano-C 1 . 3 -alkyi J heterocyclyloxy, C^-alkoxy, C 1 . 3 -alkylthio ! alkylcarbonyl, cycloalkyl, phe- 
nyl, C^-haloalkyl, heterocyclyl, cycloalkenyl, phenyl-^ _ 3 -a1kyl t heterocyclyl-C^-alkyl, C 1 . 3 -alkylthio-C v3 - 
alkyl, C^-hydroxyalkyl, C 1 . 3 -alkoxycarbonyl, phenylcarbonyl : phenyl-C-^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, 
C^-alkoxy-C^-alkyl, phenylthio-C^-alkyl, phenyloxyalkyl, alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, 
aminocarbonyl. aminocarbonyl-C^-alkyl. C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl) 
-N-phenylaminocarbonyl, C^-alkylaminocarbonyl-C-^-alkyl. carboxy-C^-alkyl, C 1 . 3 -alkylamino, N-arylami- 
no, N-aralkylamino, N-(C v3 -alkyl)-N-aralkylamino, N-(C 1 . 3 -alkyl)-N-arylamino, amino-C^-alkyl, C^- 
alkylaminoaikyl, N-phenylamino-C^-alkyh N-phenyi-C 1 . 3 -alkylaminoalkyl ) N-(C 1 „ 3 -alkyl)-N-(phenyl-C 1 . 3 - 
alkylJamino-C^-alkyl, N-(C 1 . 3 -alkyl)*N-phenylamino-C 1 . 3 -alkyL phenyloxy, phenylalkoxy, phenylthio, phe- 
nyl-C^-alkylthio, C^-alkylsulfinyl, C^-alkylsutfonyL aminosulfonyl, C^-alkylaminosulfonyl, N-phenyiami- 
nosullonyl, phenylsulfonyl, and N-tC^-alkyO-N-phenylaminosulfonyl; and 
R 21 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 

83. The compound of Claim 82 wherein: 

R 20 is a radical selected from hydrido, haio : C 1 . 2 -alkyl ! C 2 _ 3 -alkenyl s C 2 . 3 -alkynyl ; oxo, cyano, carboxyl, cy- 
ano-C 1 .3-afkyl f (5- or6-member ring heterocyclyl)oxy : C 1 . 3 -a!koxy. C^-alkylthio, C^-alkylcarbonyl, C 3 _ 6 -cy- 
cloalkyl, phenyl. C^-haloalkyL 5- or 6-member ring heterocyclyl, C 3 _ 6 -cycloalkenyl ? phenyl-C^-alkyl, (5- or 
6-member ring heterocyclyl)- C 1 . 3 -atkyl l C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C v3 -hydroxyalkyl ; C v3 -alkoxycarbonyl, prie- 
nylcarbonyl, phenyl-C v3 -alkylcarbonyl. phenyl-C 2 . 3 -alkenyl, C 1 . 3 -alkoxy-C v5 -alkyl ! phenyllhio-C 1 . 3 -alkyl, 
phenyloxy-C 1 . 2 -alkyl. C 1 . 3 -alkoxyphenyl-C 1 . 3 -alkoxy-C, 3 -alkyl. C 1 . 3 -alkoxycarbonyl-C 1 . 3 -alkyl, aminocarbo- 
nyl, aminocarbonyl-C,. 3 -alkyl : C 1 . 3 -alkylaminocarbonyl. N-phenylaminocarbonyl. N^C^-alkyO-N-phenyiami- 
nocarbonyl, C 1 . 3 -alkylaminocarbonyi-C v3 -alkyl ! carboxy-C^-alkyl, C^-aikylamino, N-phenylamino, N-(phe- 
nyl-C^-alkylJamino, N-JCv^-alkyO-N^phenyl-C^^alkyOamino, N-(C 1 . 3 -aikyl)-N-phenylamino, amino-C 1 . 3 - 
alkyl, C^-alkylamino-C^-alkyl, N-phcnylamino-C 1 . 3 -alkyL N-phenyl-C^-alkylamino-C^-alkyl, N-(C 1 . 3 - 
alkyO-N-phenyl-C^^alkylamino-C^^alkyl N-fC^-alkyO-N-phenylamino-C^-alkyL phenyloxy, phenyl-C^- 
alkoxy, phenylthio, phenyl-C 1 . 3 -alkylthio : C 1 . 3 -alkylsulfinyl, C^-alkylsulfonyK aminosulfonyl, C^-alkylamino- 
sulfonyl, N-phenylaminosulfonyl, phenylsulfonyl. and N-fC^-alkylJ-N-phenylaminosulfonyl; 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof 

84. The compound of Claim 83 wherein R 19 is optionally substituted cyclohexyl. 
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85. The compound of Claim 83 wherein R 19 is optionally substituted pyridinyl. 

86. The compound of Claim 83 wherein R 19 is optionally substituted phenyl. 

87 The compoMfi^of Claim 83 wherein R 19 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl and 
phenyl ma#glptionally substituted with one, two or three radicals selected from methyl, difluoromethyl, trifluor- 
omethyl, cyfn^fcarboxyL metnoxycarbonyl, hydroxy!, hydroxyr.", ethyl, tr;f!uoromethcxy s amine, methylamino, phe- 
nylamino : nitro, methoxymethyl, methylsulfinyl, fluoro, chloro, bromo, methoxy and methyithio. 

88 The compoAdkof Claim 83 wherein R 2 <> is a radical selected from hydride, fluoro. chloro, bromo, methyl, oxo, 
cyano, caMM cyanomethyl, methoxy, methyithio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phe- 
nylrnethyl. ^foBlthiomethyl, hydroxymethyi : methoxycarbonyl, ethoxycaroonyL phenylcarbonyl, phenylmethylcar- 
bonyl, metldmethyl. phenylthiomethyl, phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylme- 
thyl aminoMMonyl, aminocarbonylmethyl, methylaminocarbonyl, N-phenylaminocarbonyl, N-methyl-N-phe- 
nylaminoca&lrl, methylaminocarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl) 
amino, N-r^nll-N-(phenylmethyl)amino, N-methyl-N-phenylamino, aminomethyl, methylaminomethyl, N-phe- 
nylaminome^m N-phenylmethylaminomethyl. N-methyl-N-phenylmethylaminomethyl, N-methyl-N-phenylami- 
nomethyl, pHrfloxy, phenylmethoxy, phenylthio, phenylmethylthio, methylsulfinyl, methylsulfonyl, aminosulfonyl, 
methylaminoiuSonyl, fc-phenylaminosulfonyl, phenylsullonyl, and N-methyl-N-j3henylaminosulfonyl. 

89. The compound of Claim 83 wherein: 

R19 is efcl||exyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or threejjyS|als selected from methyl, difluoromethyl, trifluoromethyl, cyano, carboxyl, metnoxycarbonyl. hy- 
droxyl, fflg^xymethyl, trifluoromethoxy, amino, methylamino, phenylamino, nitro, methoxymethyl, methylsutf i- 
nyl, fluolfy^loro, bromo, methoxy and methyithio; and 

R20 is afl||al selected from hydrido, fluoro, chloro, bromo, methyl, oxo, cyano, carboxyl, cyanomethyl, meth- 
oxy, meffipio, methylcarbonyl, phenyl, trifluoromethyl, difluoromethyl, phenylmethyl, methylthiomethyl, hy- 
droxyrT« methoxycarbonyl, ethoxycarbonyl, phenylcarbonyl, phenylmethylcaroonyl, methoxymethyl, phe- 
^ phenyloxymethyl, methoxyphenylmethoxymethyl, methoxycarbonylmethyl, aminocarbonyl, 
^Wylmethyl, methylaminocarbonyl. N-phenylaminocarbonyl, N-methyl-N-phenylaminocarbonyl, 
OTcarbonylmethyl, carboxymethyl, methylamino, N-phenylamino, N-(phenylmethyl)amino, N-me- 
^lmethyl)amino, N-methyl-N-phenyiamino, aminomethyl, methylaminomethyl, N-phenylami- 
%-phenylmethylaminomethyl, N-methyl-N-phenylmethylaminomethyl ? N-methyl-N-phenylami- 
i||enyloxy t phenylmethoxy, phenylthio, phenylmethylthio. methylsulfinyl, methylsulfonyl aminosul- 
aminosulfonyl, N-phenylaminosulfonyl, phenylsulfonyl and N-methyl-N-phenylaminosulfonyl. 



aminoc 
methyl^ 
thyl-N-(| 
nomet 
nome 
fonyl, 



90. The compound of Claim 89 having Formula VIIA: 




VIIA 



wherein R 19 R 20 and R 21 are as defined in Claim 89. 
91. The compound of Claim 83 wherein: 
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R 19 is csy&johexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one, two 
or thr# radicals selected from halo, cyano. C^-alkyl. C^g-haloalkyl, C^-alkoxy, and C^-haloalkoxy; and 
R 20 isi radical selected from hydrido, C^o-alkyl, C,. 3 -a1koxy, C^-alkylcarbonyl, C^-haloalkyl; C v3 -hydroxy- 
alkyl, and C 1 . 3 -aikoxycarbonyl. 

92. The compound of Claim 83 wherein 

R 19 is gydjtohexyl or phenyl, wherein said cyclohexyl and phenyl may be optionally substituted with one. two 
or thre# radicals selected from methyl, difluoromethyl, irifluoromethyl. trifluoromethoxy, cyano, fluoro, chloro, 
bromo, methoxy; and 

R 20 is a ridical selected from hydrido, methyl, methoxy. methylcarbonyl, trifluoromethyl, difluoromethyl hy- 
droxymethyK and methoxycarbonyl. 

93. The compound of Claim 89 having Formula VIIB: 




or a pharrnaceutically-acceptable salt, tautomer or prodrug thereof. 

94. A compound of claim 1 wherein R 2 is amino, the compound is a prodrug, and R 2 is substituted with an acyl group. 

95. The compound of claim 94 wherein R 2 is 



H 




96. A pharmaceutical composition comprising a theraoeutically-effective amount of a compound of Claim 1 . 

97. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 17. 

98. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 32. 

99. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 43. 

100. A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 57. 
101 .A pharmaceutical composition comprising a therapeutically-effective amount of a compound of Claim 70. 



EP 1 251 126 A2 



102. A pharmaceutical composition comprising a therapeutical ly-effective amount of a compound of Claim 82. 

103. A pharmaceutical composition comprising a therapeuticaliy-effeciive amount of a compound of claim 94. 

104. A method of treating inflammation, said method comprising administering to the subject having or susceptible to 
such inflammation or inflammation-associated disorder, a therapeutically-effective amount of a compound of For- 
mula I > ■ 




wherein: 

A is a 5- or 6-member ring substituent selected from partially saturated or unsaturated heterocyclic and car- 
bocyclic dings; 
X is fluordf 

n is an integer greater than or equal to 2; 

R1 is'cycf^e^yl, pyridinyl, or phenyl, wherein said cyclohexyl. pyridinyl : and phenyl maybe may be optionally 
substitute! wfh one, two or three radicals selected from C v2 -alkyi, C^-haloalkyl, cyano, carboxyl, C 1 . 2 -alkox- 
ycarbonyl; hfdroxyl. C ^-hydroxy alkyl, C^-haloalkoxy. amino, C^-alkylamino, phenylamino, nitro, C^- 
alkoxy-C-^-atkyl, C v2 -alkylsulfinyl. halo. C^-alkoxy and C^-alkylthio: 
R 2 is me^l fr amino; and 

R3 repres:fnt| one or more radicals selected from hydrido. halo, C^-alkyi, C 2 _ 3 -alkenyl, C 2 _ 3 -alkynyl, oxo, 
cyano, ca^olyl, cyano-C^-alkyl, heterocyclyloxy, C^-alkoxy, C^alkytthio, alkylcarbonyl, cycloalkyl, phenyl, 
C^-halo^Ml heterocyclyl. cycloalkenyl, phenyl-C^-alkyl, heterocyciyl-C v3 -alkyl, C 1 . 3 -alkylthio-C 1 . 3 -alkyl ) 
C 1 . 3 -hydr#yilkyl ! C^-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-atkylcarbonyl, phenyl-C 2 _ 3 -alkenyl, C v3 - 
atkoxy-C^I-^yl, phenylthio-C v3 -alkyl, phenyloxyalkyl, alkoxyphenyla!koxyalkyl,alkoxycarbonylalkyl ; amino- 
carbonyl. ^ftfiocarbonyl-C^s-alkyL C^-alkylaminocarbonyl. N-phenylaminocarbonyl, ISMC^-alkyO-N-phe- 
nylaminodf rbinyL C^-alkylaminocaroonyl-C^-alkyl, carboxy-C 1 . 3 -alkyl, C^-alkylamino, N-arylamino, N- 
aralkylarnllo.* N-tC^-alkyO-N-aralkylamino, N-fC^-alkylJ-N-arylamino. amino-C^-alkyl, C^-alkylami- 
noalkyl r4pfenylamino-C v3 -alkyl. N-phenyl-C,_ 3 -alkylarninoalkyl. N-fC^a-aikyO-N-tphenyl-C^a-alkyOami- 
Vno-C v3 -al%i, N^C^a-alkyO-N-phenylamino-CT.^alkyl. phenyloxy : pnenylalkoxy. phenylthio, phenyl-C^- 
alkylthio, c|i-3§Nkylsulfinyl ? C 1 . 3 -alkylsu1fonyl, aminosulfonyl. C 1 . 3 -alk>'laminosulforryl J ,N-phenylaminosu!fonyl, 
phenyisulf%n^f, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl: 
or a pharrrvaceutically-acceptable salt, tautomer or prodrug thereof. 

105. A method of claim 104 whe.ein R 2 is amino., the compound is a prodrug, and R 2 is substituted with an acyl group. 

106. A method of claim 105 wherein R 2 is 



H 
N 
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107. The method of Claim 104 wherein the compound corresponds to Formula I!: 




II 



wherein: 



X is fluoro; 

n is £h Siteger greater than or equal to 2; 

R 4 iAyllphexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl maybe optionally substi- 
tute^^ one f two or three radicals selected from C^-alkyl, C^-haloalkyl, cyano, carboxyl, C^-alkoxycar- 
bonyl feydroxyl, C ^-hydroxy alky I, C v2 -haloalkoxy, amino, C^-alkylamino, phenylamino, nitro, C^ 2 - 
alkc^^^g-alkyl, C^-alkylsuffinyl, halo, C^-alkoxy and C^-alkylthio; 

R5 j^afadical selected from hydrido, halo, C^-aHcy^ C 2 . 3 -alkenyl, C 2 . 3 -alkynyL oxo, cyano, carboxyl, cy- 
ano^^alkyl, heterocyclyloxy, C^-alkoxy, C^-alkylthio, alkylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
hete^cfGlyl, cycloalkenyl, phenyl-C v3 -alkyl. heterocyclyl-C v3 -alkyl s C^a-alkylthio-C^-alkyl, C^a-hydroxy- 
alkytfefe-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl phenyl-C 2 _ 3 -alkenyl, C V3 -alkoxy-C v3 - 
alkyii^nylthio-C^a-alkyl. phenyloxyalkyl. alkoxyphenylalkoxyalkyl, alkoxycarbonylalkyl, aminocarbonyl, 
amii&sPbonyl-C 1 . 3 -alkyl, C v3 -alkylaminocarbonyl t N-phenylaminocarbonyl, N-{C v3 -alkyl)-N-phenylaminoc- 
arbolyl^C^-alkylaminocarbonyl-C^s-alkyl, carboxy-C^-alkyl, C,. r alky I amino, N-arylamino, N-aralkylami- 
no, l4#i.3-alky')-N-aralkylamino. N-tC^-alkyO-N-arylamino, ammo-C^-alky!, C^-alkylaminoalkyl, N-phe- 
nyla§in§C 1 . 3 -alkyl, N-phenyl-C^-alkylaminoalkyl, N-CC^^alkyO-N-lphenyl-C^a-alkyOamino-C^^alkyl, 
N-(C^ 3 llkyi)-N-phenylamino-C v3 -alkyL phenyioxy phenylalkoxy, phenylthio, phenyl-C^a-alkylthio, C v3 - 
alkylfclifiyl, C v3 -aikylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl, ^^-(C^s-alkyO-N-phenylaminosulfonyl; and 
R 6 is iti^hyl or amino; 

or a gh^maceutically-acceptable salt, tautomer or prodrug thereof: ■ 

prov§eJtthat when R 1 is 4-bromophenyl and R 2 is methyl. R 3 is not hydrogen, cyano, trifluoromethyl or ethox- 
ycarbonyl. 

108.The method of Claim 104 wherein the compound corresponds to Formula III: 




wherein: 
X is fluoro; 
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n is an integer greater than or equal to 2; 

R 7 is cyclohexyl. pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl and phenyl may be optionally substi- 
tuted with one. two or three radicals selected from C^o-alkyl, C^-haloalkyl, cyano, carboxyl C,. 2 -alkoxycar- 
bonyl, hydroxyl, C^-hydroxyalkyl, C^-hatoalkoxy, amino, C 1 . 2 -alkylamino, phenylamino, nttro, C^. 2 - 
alkoxy-C^-alkyl, C^-alkylsutfinyl halo, C^-alkoxy and C n . 3 -alkylthio; 

R 8 is a radical selected from hydrido, halo, C 1 . 2 -alkyl ! C 2 . 3 -alkenyl : C 2 . 3 -aIkynyl oxo, cyano, carboxyl cy- 
ano-C 1 . 3 -alkyl : heterocyclyloxy, C^-afkoxy, C^-alkylthio, alkylcarbonyl. cycloalkyl, phenyl, C^-haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C 1 . 3 -alkyl, heterocyclyl-C 1 . 3 -alkyl T C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C v3 -hydroxy- 
alkyl, C^-alkoxycarbonyl phenylcarbonyl, phenyl-C^-alkylcarbonyl phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C}^- 
alkyl, phenylthio-C^-^lkyl phenyloxyalkyL alkoxyphenylalkoxyalkyl atkoxycarbonylalkyl aminocarbonyl,. 
aminocarbonyl-C 1 . 3 -alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylaminoc- 
arbonyl C 1 . 3 -alkylaminocarbonyl-C v3 -alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino, N-aFalkylami- 
no, N-fC^-alkyO-N-aralkylamino. N-fC^-alkyO-N-arylamino, amino-C^-alkyl, C^-alkylaminoalkyl, N-phe- 
nylamino-C^-alkyl N-phenyl-C^-alkyiaminoalkyl, N-(C 1 . 3 -alkyl)-N-(phenyl'C 1 . 3 -alkyl)amino-C 1 . 3 -alkyl, 
N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 . 3 -alkyl l phenyloxy, phenylalkoxy, phenylthio : phenyl-C^-alkylthio, C V3 - 
alkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyl, N-phenylaminosutfonyl, phenylsulfo- 
nyl, and N-fC^-alkylJ-N-phenylaminosulfonyl; and 

R 9 is methyl or amino; j 
or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. \ 

109.The method of Claim 104 wherein the compound corresponds to Formula IV: 

R 10 R" 




>vV 7 

N O 



IV 



wherein: 



X is fluoro; 

n is an integer greater than or equal to 2; 

R 10 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C v2 -alkyl C v2 -haloalkyl cyano, carboxyl, C v2 -alkoxy- 
carbonyl hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy, amino, C 1 . 2 -alkylamino, phenylamino, nitro, C,^- 
alkoxy-C^-alkyl C 1 . 2 -alkylsulfinyl, halo, C 1 . 2 -alkoxy and C^-alkylthio: 

R 11 is a radical selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl C 2 . 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C 1 . 3 -alkyl, heterocyclyloxy, C^-alkoxy, C 1 . 3 -aHcytth'io. alkylcarbonyl cycloalkyl, phenyl, C^-haloalkyl, 
heterocyclyl cycloalkenyl, phenyl-C^-alkyl, helerocyclyl-C 1 . 3 -alkyl C 1 . 3 -alkylthio-C 1 . 3 -alkyl, C v3 -hydroxy- 
alkyl C^-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl phenyl-C 2 _ 3 -alkenyl, C 1 . 3 -alkoxy-C 1 . 3 - 
alkyl, phenyiinio-C 1 _3-alkyl phenyloxyalkyl, alkoxyphenylalkoxyalkyl alkoxycarbonylalkyl aminocarbonyl, 
aminocarbonyl-C^-alkyl C^-alkylaminocarbonyl, N-phenylaminocarbonyl N-tC^-alkyO-N-phenylaminoc- 
arbonyl C^-alkylaminocarbonyl-Ct.s-alkyl, carboxy-C^-alkyl, C^-alkylamino, N-arylamino, N-aralkylami- 
no, N^C^-alkyO-N-aralkylamino. N-tC^-alkyO-N-arylamino, amino-C v3 -alkyl, C^-alkylaminoalkyl, N-phe- 
nylamino-C v3 -alkyl, N-phenyl-C^-alkylaminoalkyl, N-(C 1 . 3 -alkyl)-N-(phenyl-C 1 . 3 -alkyl)amino-C v3 -alkyl, 
N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 ^-alkyl, phenyloxy, phenylalkoxy, phenylthio, phenyl-C^-alkyfthio, C^- 
alkylsulfinyl, C^-alkylsulfonyl, aminosutfonyi, C 1 . 3 -alkylaminosulfonyl, N-phenylaminosulfonyl, phenylsulfo- 
nyl and N-(C., _ 3 -alkyl)-N : phenylaminosulfonyi; and 
R 12 is methyl or amino; 

or a pharmaceutically-acceptable salt, tautomer or prodrug thereof. 
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110.The method of Claim 104 wherein the compound corresponds to Formula V: 



>13 



>14 




wherein: 

X is fluoro; 1 ■ > 

n is an integer greater than or equal to 2; 

R 13 ts cf clohexyJ, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C^-alkyl, C^-haloaikyl, cyano, carboxyl, C^-alkoxy- 
carbonyt hydroxyl, C^-hydroxyalkyl, C 1 . 2 -haioalkoxy, amino, C^-alkylamino, phenylamino,. nitro, 0^. z - 
alkoxy-C^g-alkyl, C^-alkylsuffinyl, halo, C v2 -alkoxy and C^-slkylthio; 

R 14 is a radical selected from hydrido, halo, C n _ 2 -alkyl, C^-alkenyl, C^-alkynyl, oxo, cyano, carboxyl, cy- 
ano-d^a-alkyl, heterocyclyioxy, C V3 -alkoxy, C 1 . 3 -alkylthio. alkylcarbonyl, cycloalkyl, phenyl, C^-haioalkyl, 
heter^c^clyl, cycloalkenyK phenyl-C 1 . 3 -alkyl ! heterocyclyJ-C^g-alkyl, C^-alkylthio-C^-slkyl, C v3 -hydroxy- 
alkyl, C^-alkoxycarbonyl, phenylcarbonyL phenyl-C 1 . 3 -alkylcarbonyL phenyl-C 2 _ 3 -alkenyl, C 1 . 3 -alkoxy-C 1 . 3 - 
alkyl, pfrenylthio-C v3 -alkyl t phenyloxyalkyL alkoxyphenyialkoxyalkyl, alkoxycarbonylalkyl, aminocarbonyl, 
aminecarbonyl-C 1 . 3 -alkyl. C^-alkylaminocarbonyl. N-phenylaminocarbonyl, N-(C 1 . 3 -alkyl)-N-phenylaminoc- 
arbonyl, C^-alkylaminocarbonyl-C^-alkyl. carboxy-C vr a1kyl, C 13 -alkylamino, IM-arylamino, N-aralkylami- 
no. NtfC^-alkyO-N-aralkylamino. N-fC^-alkyO-N-arylamino, amino-C^-atkyl, C 1 . 3 -alkylaminoalkyl, N-phe- 
nylam1n%C.,_3-alkyl, N-phenyl-C^-alkylaminoalkyl, N-(C v3 -alkyl)-N-(phenyl-C 1 .3-alkyl)amino-C 1 .3-alkyl ! 
N-(C 1 ^-glkyl)-N-phenylamino-C 1 . 3 -alkyl l phenyloxy, phenylalkoxy. pnenylthio : phenyl-C 1 . 3 -a!kylthio, C^- 
alkyls0if%l, C^-alkylsulfonyl, aminosulfonyL C 1 . 3 -alkylaminosulfony!. N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-(C 1 . 3 -alkyl)-N-phenylaminosulfonyl: and 
R 15 is methyl or smino; 

or a pharmaceutically-acceptable salt., tautomer or prodrug thereof. 
111. The method of Claim 104 wherein the compound corresponds to Formula VI: 




VI 



wherein: 



X is fluoro: 



169 
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n is an integer greater than or equaf to 2; 

R16 j S cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl, and phenyl may be optionally sub- 
stituted with one., two or three radicals selected from C v2 -alkyl. C 1 . 2 -haioalkyl, cyano. carboxyl, C^'^oxy- 
carbonyl. hydroxyl, C^-hydroxyalkyl, C^-haloalkoxy. amino. C v2 -alkylamino. phenylamino, nitro, C u2 - 
alkoxy-C 1 . 2 -alkyl, C^-alkylsutfinyl, halo, C^-alkoxy and C 1 . 3 -alkylthio; 

R 17 is a radical selected from hydrido, halo, C^-alkyl, C 2 . 3 -alkenyl ; C 2 _ 3 -alkynyl, oxo, cyano, carboxyl, cy- 
ano-C^-aSky!, fcctcrccydyloxy, C^-alkoxy, C;. 5 -a!ky!thin aikylcarbonyl, cycloalkyl, phenyl, C^-haloalkyl, 
heterocyclyl, cycloalkenyl, phenyl-C 1 „ 3 -alkyl, heterocyclyl-C 1 . 3 -alkyl : C 1 . 3 -alkylthio-C 1 . 3 -alkyl I C^-hydroxy- 
alkyl, C^-alkoxycarbonyl, phenylcarbonyl, phenyl-C^-alkylcarbonyl, phenyl-C 2 . 3 -alkenyl, C^-alkoxy-C^- 



aminocarbonyl-C 1 . 3 -alkyl ! C^-alkylamtnocarbonyl, N-phenylaminocarbonyl, N-CC^-alkyO-N-phenylarninoc- 
arbonyl, C^-alkylaminocarbonyl-C^-alkyl, carboxy-C^-alkyl, C v3 -alkylamino, N-arylamino, N-aralkylami- 
no : N-fC^-alkylJ-N-aralkylamino. N-tC^-alkyO-N-arylamino, amino-C^-alkyl, C v3 -alkylaminoaIkyl, N-phe- 
nylamino-C^-afkyl, N-phenyl-C^-alkylaminoalkyl, N^C^^IkyO-N-lphenyl-C^^alkyOamino-C^a-alkyl, 
N-(C 1 . 3 -alkyl)-N-phenylamino-C 1 .3-alkyl, phenyloxy, phenylalkoxy, phenylthio : phenyl-C^-alkylthto, C^- 
ajkylsulfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosulfonyL N-phenylaminosulfonyl, phenylsulfo- 
nyl, and N-fC^-alkyO-N-phenylaminosulfonyl; and 
R 18 is methyl or amino; 

or a pharmaceutically-acceplable salt, laulomer or prodrug thereof. ■ 
112.The method of Claim 104 wherein the compound corresponds to Formula VII: 



wherein: 
X is fluoro; 

n is an integer greater than or equal to 2; 

R 19 is cyclohexyl, pyridinyl, or phenyl, wherein said cyclohexyl, pyridinyl. and phenyl may be optionally sub- 
stituted with one, two or three radicals selected from C n . 2 -alkyl, C^-haloalkyl, cyano. carboxyl, C^-alkoxy- 
carbonyl. hydroxyl, C,. 2 -hydroxyalkyl, C^-haloalkoxy amino, C^-alkylamino, phenylamino, nitro, C v2 - 
alkoxy-C^-alkyl, C 1 . 2 -alkylsulfinyl, halo, C^-alkoxy and C^-alkylthio: 

R 20 is represents one or more radicals selected from hydrido, halo, C^-alkyl, C 2 . 3 -aikenyl, C 2 _ 3 -alkynyl, oxo, 
cyano, carboxyl, cyano-C,_ 3 -atkyl { helerocyclyloxy, C v3 -alkoxy, C 1 . 3 -alkyllhio } alkylcarbonyl, cycloalkyl, phe- 
nyl, C 1 . 3 -haloalkyl, heterocyclyl, cycloalkenyl, phenyl-C^-alkyl, heterocyclyi-C^-alkyl, C 1 . 3 -alkylthio-C 1 . 3 - 
alkyl, C^-hydroxyalkyl.C^-alkoxycarbonyi; phenylcarbonyl, phenyl-C v3 -alkylcarbonyl, phenyl-C 2 . 3 -a!^nyl, 
C-^-alkoxy-C^-alkyl, phenylthio-C^-alkyL phenyloxyalkyL alkoxyphenylalkoxyalkyl, alkoxycarbonylaikyl, 
aminocarbonyl. aminocarbonyl-C-j.^alkyl, C^-alkylaminocarbonyl, N-phenylaminocarbonyl, N-(C v3 -alkyl) 
-N-phcnylaminocarbonyl, C 1 . 3 -alkylaminocarbonyl-C 1 . 3 -alkyl, carboxy-C^g-alkyl, C^-alkylamino, N-arylami- 
no, N-aralkylamino, N^C^-alkylJ-N-aralkylamino, r4-(C v3 -alkyl)-N-arylamino, amino-C^-alkyl, C<,. 3 - 
alkylaminoalkyl, N-phenylamino-C^-alkyl, N-phenyl-C^-alkylaminoalkyl, N-fC^-alkylJ-N-tphenyl-C^- 
alkyOamino-C^-alkyl, fM-(C l „ 3 -alkyl)-N-phenylamino-C 1 . 3 -alkyl, phenyloxy, phenylalkoxy, phenylthio, phe- 
nyl-C n _ 3 -alkylthio, C^-alkylsutfinyl, C^-alkylsulfonyl, aminosulfonyl, C^-alkylaminosutfonyl, N-phenylami- 
nosulfonyl, phenylsulfonyl, and N-fC^-alkylJ-N-phenylaminosutfonyl; and 
R 21 is methyl or amino; 
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or a pharmaceutically-acceptable salt 
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tautomer or prodrug thereof. 



1 13. The method of Claim 104 for use in the treatment of inflammation. 

114. The method of Claim 104 for use in the treatment of an inflammation-associated disorder. 

1 15. Tne method of Claim 114 wherein the inflammation-associated disorder is arthritis. 

116. The method of Claim 114 wherein the inflammation-associated disorder is pain. 

117. The method of Claim 114 wherein the inflammation-associated disorder is fever. 

118. A method of tregtir|g cancer, said method comprising administering to the subject having or susceptible to such 
cancer a therapeulically-effective amount of a compound of Claim 104. 

1 19. The method of Claim 11 8 wherein the compound is administered intravenously. 

1 20. The method of Claim 1 1 8 wherein the compound is administered intramuscularly. 
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